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A Comparison of Thioridazine, Trifluoperazine, 
Chlorpromazine, and Placebo: A Double-Blind 
Controlled Study on the Treatment of Chronic, 
Hospitalized, Schizophrenic Patients 


Burtrum C. Schiele, M.D.,* Norris D. Vestre, Ph.D.,t+ 
and Kenneth E. Stein, M.D.t 


8ST. CLOUD, MINNESOTA 


Today it is well accepted that a number of phenothiazine compounds are of definite value 
in the treatment of chronic schizophrenic patients. The question is frequently raised as to 
whether or not the currently available compounds are equally useful in the treatment of any 
specified type of patient. It was the purpose of this investigation to obtain some data on 
the comparative values of thioridazine,§ trifluoperazine, | chlorpromazine, | and placebo in 
the treatment of chronic schizophrenic patients. 

Chlorpromazine is, of course, the best known of the phenothiazine compounds and is the 
standard against which most comparisons are made. It is considered to have a broad spec- 











From the Veterans Administration Hospital, St. Cloud, Minn. 

* Department of Psychiatry, University of Minnesota, Minneapolis, Minn. 

t Clinical Psychology, Veterans Administration Hospital, St. Cloud, Minn. 

} Staff Physician, Veterans Administration Hospital, St. Cloud, Minn. 

§ The trade name of Sandoz Pharmaceuticals for thioridazine is Mellaril. 

ll The trade name of Smith Kline & French Laboratories for trifluoperazine is Stelazine, and for chlor- 


promazine is Thorazine. 
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trum of therapeutic activity and is still regarded by many psychiatrists as one of the most 
effective drugs available, though it has the disadvantage of producing a great variety of 
side reactions and complications. 

The other two compounds used in this comparative study have each been widely used 
and accepted. Each is pharmacologically and clinically somewhat distinct from chlor- 
promazine. Trifluoperazine has approximately 10 times the potency of chlorpromazine on 
a milligram basis.! It is reputed to have a stimulating type of action, particularly in with- 
drawn or regressed patients.” It is virtually free of many of the side reactions that char- 
acterize chlorpromazine, such as postural hypotension and dermatological, liver, and blood 
disturbances. On the other hand, it readily produces extrapyramidal reactions such as 
pseudoparkinsonism, akathisia, and related symptoms. 

Thioridazine is of approximately the same order of potency as chlorpromazine and has a 
somewhat similar profile of clinical action. Its chief advantage is its lower incidence of side 
reactions. Of particular interest is the fact that it is an effective compound with almost 
no tendency to produce extrapyramidal disturbances.* Antidepressive activity is claimed 
for both thioridazine and trifluoperazine. 


PATIENT POPULATION 


Eighty schizophrenic male patients from the continued-treatment ward were selected for 
this study. These patients were either withdrawn or subject to periodic disturbances, and 
they were generally ineffective. All needed supervision and management. The average 
patient was 40.6 years old and had been hospitalized continuously for 10.0 years. For 
60 per cent of these patients, the hospitalization described in this study was their first, for 
25.5 per cent it was their second, for 7.5 per cent it was their third, and for 5 per cent it 
was their fourth. All 80 patients had a diagnosis of schizophrenia without history or evi- 
dence of complicating organic factors. Cases not meeting this criterion were excluded from 
the study, as were patients more than the age of 55. Although it was the original intention 
to also exclude patients who had had lobotomies, 3 such patients were inadvertently in- 
cluded in the sample. Two of these were in the thioridazine group, and the other was in 
the chlorpromazine group. 

The previous treatment of this group of patients had been extensive. Virtually all of 
them had had many electroshock treatments and/or insulin treatment. From these and 
other treatments they had obtained only limited or temporary benefit. They had all previ- 
ously been on ataractic medications, from which many of them had attained and maintained 
moderate degrees of improvement. Nonetheless, they remained withdrawn and chronically 
ineffective individuals who needed supervision; most of them required closed-ward care. 

For the 11 months immediately preceding the study, the patients had been on the fol- 
lowing medication: 30 patients had been on chlorpromazine with a median dosage of 475 
mg. /day; 35 patients had been on mepazine with a median dosage of 200 mg. /day; 6 patients 
had been on trifluoperazine with a median dosage of 30 mg./day; 2 patients had been on 
prochlorperazine; and 7 patients had been on various combinations of the drugs listed (2 
of these also received small amounts of reserpine). None had been on thioridazine. The 
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patients who had previously taken any one drug were distributed as evenly as possible 
among the four experimental groups. 


DESIGN 


The patients were randomly assigned to one of four drug groups: thioridazine, trifluoper- 
azine, chlorpromazine, or placebo. There was no waiting period but an abrupt shift to the 
new medication. The thioridazine and chlorpromazine capsules contained 100 mg. each, 
and the trifluoperazine capsules contained 5 mg. The ward physician was permitted to 
vary medication between two and 10 capsules per day in divided doses (twice a day or four 
times a day). Thus, thioridazine or chlorpromazine could be given in total daily amounts 
varying between 200 and 1000 mg. and trifluoperazine between 10 and 50 mg. The dosage 
schedule was flexible within these limits so that the ward physician could adjust it in order 
to obtain optimal benefit for each patient. 

Removal from the study was made necessary only if the patient was taken out of the 
hospital or if the patient regressed so markedly that he became a severe management problem. 
As much as possible, disturbances were handled with special nursing care, hydrotherapy, or 
change in activities. Occasionally, phenobarbital was used temporarily for sedation. Anti- 
parkinson medication in the form of benztropine methansulfonate was used as needed to 
control extrapyramidal symptoms. 

During the first 16 weeks, the study was carried out under strict double-blind conditions. 
Each patient had his individual bottle of medication; the capsules were identical in ap- 
pearance, and only the hospital pharmacist had the code for determining which patient was 
receiving each kind of medication. 

The study was continued for an additional 22 week period, but, since the double-blind 
procedure was modified, the observations made during the second period will be dealt with 
separately. 

The changes that occurred were measured by behavior rating scales, by psychological 
tests, and by clinical appraisal. The Manifest Behavior Scale*‘ consists of 90 items that 
reflect behavioral changes commonly expected with the use of phenothiazine drugs. This 
scale was completed twice on each patient by two nursing assistants working independ- 
ently. This rating was obtained prior to the medication period, at the end of the eighth week, 
and again at the end of the sixteenth week. The Minnesota Multiphasic Personality In- 
ventory® was administered to the patients at these same time intervals. Finally, at the 
end of 16 weeks on medication, a global estimate of the amount of change in clinical condition 
(improvement or worsening) was made for each patient. This was determined by con- 
ference with the ward staff and the ancillary therapists who worked with the patients. 


RESULTS 


Manifest Behavior Scale. A symptom score was obtained on each patient by totaling the 





* Copies of the Manifest Behavior Scale may be obtained by writing to the Chief Psychologist, Veterans 
Administration Hospital, St. Cloud, Minn. 
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TABLE I 
Differences in Mean Manifest Behavior Scale Scores Between Individual 
Pairs of Drugs at Eight Week Evaluation 





Differences between means 





Eight week evaluation, 





adjusted means Trifluoperazine Chlorpromazine Placebo 
Thioridazine, 45.08 $.52 4.11 17.24* 
Trifluoperazine, 39. 56 9.63 22.76* 
Chlorpromazine, 49.19 13.13* 


Placebo, 62.32 





* Significant at 0.05 level. 


number of items on which he was rated in the pathological direction by the two raters. 
Fifteen nursing assistants were involved in these evaluations. The percentage of items on 
which there was agreement between raters on the 80 patients for the pretreatment, eight 
week, and 16 week evaluations was 77. The scores from these three evaluations were then 
analyzed by analysis of covariance. This procedure allows adjustment of scores obtained 
at the end of a treatment period for differences that existed between groups prior to treat- 
ment. A test of the changes in symptom scores for the entire 16 week medication period 
revealed a significant difference between drug group means. A similar test of changes 
during the first eight weeks of the study showed that this difference had already appeared 
by the end of the first eight weeks of medication. 

After finding a significant F value, indicating a significant treatment effect, it is possible 
to investigate differences between individual pairs of drugs by comparing the adjusted 
mean scores for each drug group.® These results are indicated in tables I and II for the 
first eight weeks of treatment and for the entire 16 weeks of treatment, respectively. All 
three phenothiazines were significantly superior to placebos in reducing symptomatology 
at both the eight week and at the 16 week evaluations. Statistically, trifluoperazine was 
very nearly superior to chlorpromazine at the end of the first eight weeks of treatment. As 


TABLE II 
Differences in Mean Manifest Behavior Scale Scores Between Individual 
Pairs of Drugs at 16 Week Evaluation 





Differences between means 





16 week evaluation, 





adjusted means Trifluoperazine Chlorpromazine Placebo 
Thioridazine, 44.28 4.23 3.31 22.44* 
Trifluoperazine, 40.05 7.54 26.67* 
Chlorpromazine, 47.59 19.13* 


Placebo, 66.72 





* Significant at 0.05 level. 
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can be seen from figure 1, where these changes in Manifest Behavior Scale scores are repre- 
sented graphically, thioridazine fell between trifluoperazine and chlorpromazine in effective- 
ness in reducing symptomatology. 

Minnesota Multiphasic Personality Inventory Findings. Two procedures were used to 
assess improvement indicated by this test. First, the significance of T score changes on 
each scale for the first eight weeks of treatment, and also for the entire 16 weeks of treat- 
ment, was determined for each drug group. These analyses reveaied only one difference 
that was significant at the 0.05 level. The placebo group showed a significant increase on 
scale 7 (psychasthenia) from the pretreatment to the eight week evaluation. One hundred 
and four Minnesota Multiphasic Personality Inventory comparisons were made; however, 
one would expect approximately five of these to differ on the basis of chance alone. 

The second improvement score from the Minnesota Multiphasic Personality Inventory 
was obtained by recording the number of T score shifts in the healthy and unhealthy direc- 
tions, according to the procedure used by Fleeson et al.’ In this analysis an improvement 
score of zero was used as the dividing line between the improved category and the un- 
changed (or worse) category. Table III shows these results. The between group differences 
are not significant, although by the end of the 16 week period the differences did approach 
significance. 

One serious shortcoming of using the Minnesota Multiphasic Personality Inventory as 
an estimate of improvement in this study was the large number of untestable patients. 
Only 43 patients (13 from the thioridazine group and 10 from each of the other three groups) 
took this test three times. In general, there was a slight tendency for more drug patients 
and fewer placebo patients to be testable after eight and 16 weeks of medication. 
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TABLE III 
Results of Minnesota Multiphasic Personality Inventory Improvement Score Analysis 











Thioridazine Trifluoperazine Chlorpromazine Placebo 
Evaluation Im- Un- Im- Un- Im- Un- Im- Un- Signifi- 
period proved changed proved changed proved changed proved changed x? cance 
First eight weeks 9 6 5 7 5 5 3 8 4.24 None 
Entire 16 weeks 9 4 8 3 5 6 2 8 7.31 None 





Clinical Evaluation. At the end of the 16 week period and while the project was still 
strictly double blind, the ward staff met to make a global evaluation on each patient. Also 
attending this meeting were the senior consultant, nursing assistants from other shifts, and 
personnel from the several sections of the physical medicine and rehabilitation service. 
With the ward physician as chairman, the group made a judgment of the per cent of change 
(improvement or worsening) in psychiatric condition. The results of this evaluation, which 
are presented in table IV, show a significant difference between groups. Improvement was 
shown in 44 patients receiving medication (13 from the chlorpromazine, 15 from the thiorid- 
azine, and 16 from the trifluoperazine groups), but only 2 patients from the placebo group 
showed improvement. Twelve patients from the placebo group were considered to have 
shown an appreciable worsening of psychiatric condition during the 16 week study period. 
Of all patients receiving medication, only 2 from the thioridazine group were considered to 
show worsening. None of the patients in the trifluoperazine or chlorpromazine groups were 
rated as having shown a significant increase of psychiatric symptomatology. 

The degree of clinical improvement as indicated in table IV was very slight for most 
patients. Of the 46 patients rated as improved, 5 were rated as considerably and 10 as 
moderately improved. The remaining 31, though rated as slightly better, were not suffi- 
ciently improved to have their status changed in any practical way. As was mentioned 
earlier, 3 postlobotomy patients were inadvertently included in the sample. The post- 
lobotomy patient in the chlorpromazine group was rated as slightly improved. Of the 2 


TABLE IV 
Results of Clinical Evaluation for Each Treatment Group at End of 16 Weeks 

















Thioridazine Trifluoperazine Chlorpromazine Placebo 
Considerable improvement 1) 3| 1) 0) 
Moderate improvement 3 }15 3 }16 313 1} 2 
Slight improvement 11) 10} 9) 1) 
No significant change 3 4 7 6 
Slightly worse 1\ 2 0\ 0 0\ 0 8 | 12 
Much worse 1 f 0 0 + 
Total 20 20 20 20 
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TABLE V 
Number of Patients in Each Drug Group Showing Clinical Disturbances Considered to be Side Effects 





Reaction Thioridazine, 20 Trifluoperazine, 20 Chlorpromazine, 20 Placebo, 20 





Drowsiness 
Motor restlessness 
Rigidity 

Tremors 

Drooling 

Slurred speech 
Incoordination 
Insomnia increase 
Skin disorder 
Syncope 

Blurred vision 
Lethargic 

Muscle weakness 
Tenseness 
Atypical seizure 
Polydipsia and polyuria 
Decreased appetite 
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in the thioridazine group, 1 was rated as slightly improved and the other as slightly worse. 
In all three instances, the Manifest Behavior Scale scores supported the clinical evaluation. 

Dropouts and Other Complications. As has been indicated, patients who became severe 
management problems were handled with special nursing care or hydrotherapy. Occa- 
sionally, phenobarbital was used for sedation. Only 2 patients were dropped during the 16 
weeks because their psychiatric condition became and remained worse. One of these was 
from the thioridazine group, and 1 was from the placebo group. During the thirteenth 
week, a third patient who was in the trifluoperazine group eloped from the hospital. He 
was sufficiently improved to be able to remain at home and was lost to the remainder of the 
study. 

Clinical disturbances considered to be side reactions are listed in table V. As is evident 
from the totals, some patients had more than one reaction. In general, these reactions were 
infrequent; also, they were of a relatively mild nature or were controlled by reducing drug 
dosages and/or by adding benztropine to the patient’s project medication. No patients had 
to be dropped because of untoward side effects. 

The number of patients from each drug group showing one or more reactions at some 
time during the study can be seen in table VI. As might be expected, the thioridazine group 
showed the smallest and the trifluoperazine group the greatest number of reactions, yet 
these between group differences are not statistically significant, especially when we note 
the number of placebo patients considered to have side reactions. 
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TABLE VI 
Patients Showing Side Effects and Patients Given Antiparkinson Drugs 
Thioridazine Trifluoperazine Chlorpromazine Placebo x? Significance 
Side effects 5 12 10 8 5.44 None 
Antiparkinson drugs 2 9 5 2 9.46 P <.05 





Table VI also shows the number of patients for whom benztropine was prescribed at some 
time during the study. This difference is significant at the 0.05 level. 

Table VII indicates that fewer capsules were prescribed for patients in the trifluoperazine 
group than for patients in the other three groups. Beginning with the eleventh week, this 
difference was significant. The trifluoperazine group was raised to an average maximum 
dosage of 7.5 capsules (35 mg.) per day; 12 of the patients were not brought up to the maxi- 
mum permissible daily dosage of 50 mg. Of these, 4 received a total daily dosage of 40 mg., 
6 received 20 mg., and 2 were reduced to only 10 mg. daily because of side effects. The 
thioridazine group was raised to an average maximum dosage of 9.58 capsules (958 mg.) 
per day. The chlorpromazine group was raised to an average maximum dosage of 8.94 
capsules (894 mg.) per day. Only 3 patients from each of these last two groups were not 
increased to the maximum prescribed daily dosage (1000 mg.) of thioridazine or chlor- 
promazine. The placebo group was raised to an average maximum dosage of 9.89 capsules 
per day with only | patient not receiving the maximum allowable. 


OBSERVATIONS DURING AN ADDITIONAL 22 WEEK PERIOD 


Toward the end of the first 16 week period, it was decided to continue the study in a 
modified manner for an additional period of time. The ward physician was free to remove 
from the study those patients who were not doing well. He would then be informed as to 
which group the patient had belonged in order to better plan for subsequent treatment. 
This second period, then, was not strictly double blind, and for this reason the observations 
made during it are dealt with separately. 

During this second period of 22 weeks, 20 patients were considered to be doing poorly 
and were removed from the study; 14 of these were on placebos, 2 were on thioridazine, 2 
were on chlorpromazine, and 2 on trifluoperazine. 


TABLE VII 
Average Maximum Dosages and Number of Patients Receiving Less Than the Maximum 





Thioridazine  Trifluoperazine Chlorpromazine Placebo 








Average maximum daily dosage, mg. 958 35 894 = 
Average maximum number of capsules 9.58 7.50 8.94 9.89 
Number of patients receiving less than 
maximum of 10 capsules 3 12 3 1 
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A global clinical evaluation was again made for the 57 patients remaining under study for 
the entire 38 weeks. This rating was made just before the study was terminated, and the 
double-blind code was broken. 

Most of the patients were rated as having the same degree of improvement as they had 
had at the sixteenth week. A few made further improvement, and a few failed to hold their 
gains as shown in table VIII. 


DISCUSSION 


Judging from the gross results, the three phenothiazines appeared to be equally effective 
in relieving symptoms of these chronically ill patients. 

The most striking and clear-cut finding in the study is the behavorial deterioration of the 
group on placebos. This worsening showed itself in various ways from individual to indi- 
vidual. In some it involved an increase in delusions and hallucinations; in others, social 
withdrawal, loss of interest in activities, periods of hyperactivity, inability to carry out 
assignments, becoming restless and difficult to manage, etc. It is noteworthy that the 
patients’ behavior declined relatively rapidly even though they were receiving medication 
identical in appearance with that given the others. Their behavior continued to worsen as 
time went on. It is also significant that clinical improvement was again apparent in the 
group of patients who were returned to active phenothiazine medication after being re- 
moved from the controlled study drug during the second phase of the program. 

As was mentioned previously, this group of patients had been on some type of pheno- 
thiazine medication for several years and had attained and maintained some degree of 
improvement. That the medication was a factor in the patient’s better level of adjustment 
seems apparent from the fact that patients became worse when a placebo was substituted 
for the active drug. The implication of this finding is significant. It supports the finding 
of others’ that many chronic schizophrenic patients need maintenance medication in- 
definitely. When such patients are discharged they will need adequate follow-up care to 
ensure continuing chemotherapy as long as necessary. When an attempt is made to dis- 
continue the medication, this should be done gradually and under supervision. 


TABLE VIII 
Number of Patients Showing Changes in Status from the Sixteenth to the 
Thirty-Eighth Week of Evaluation 














Off study 
No further Continued Total number 
change improvement Before 16 weeks After 16 weeks of patients 
Thioridazine 12 5 1 2 20 
Trifluoperazine 14 3 1 2 20 
Chlorpromazine 16 2 0 2 20 
Placebo 4 1 1 14 20 
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Since the patients previously had been on phenothiazine drugs for many months, why 
should they improve during the study? Several factors may be offered as possible ex- 
planations: 

1. In the study, the ward physician was encouraged to increase the number of capsules 
given until the maximum was reached, unless the patient developed unpleasant side effects 
or showed satisfactory clinical improvement. This resulted in a total daily dosage for most 
patients that was greater during the study than it had been during the year preceding the 
study. This was especially true for those patients who had been on mepazine, which had 
been given in low dosage to avoid side effects. Increased dosage appears to explain the 
improvement of those patients who had been on chlorpromazine before the study began. 

It should be noted that chlorpromazine has been used extensively at this hospital for 
years. Thus, it might be expected that patients particularly susceptible to it would have 
been discharged or, at least, have progressed to a more privileged ward prior to the study. 
In one sense, it might be said that most of the subjects in this study were patients who 
had not markedly benefited from chlorpromazine at some time in the past. 

2. Some compounds may be more effective than others for the individual concerned. 

Since many of the patients on the study were withdrawn and emotionally impoverished 
rather than disturbed, one might expect an activating type of drug such as trifluoperazine 
to produce better clinical results than might be obtained with a compound having a more 
sedative action, such as chlorpromazine or thioridazine. As is shown in figure 1, trifluoper- 
azine was very nearly clinically superior to chlorpromazine at two months, with thioridazine 
falling between these two drugs with respect to clinical effectiveness in reducing symptoms. 
Again, as one might have expected, trifluoperazine had the highest incidence of side reactions. 
These side reactions, though not serious, were a limiting factor in the treatment of certain 
individuals on trifluoperazine. 

Thioridazine was also an effective medication in these chronic schizophrenic patients and 
had the added advantage of being particularly free of disturbing side effects. It had the 
lowest incidence of the three drugs tested. 

Before the study, nearly one half of the patients had been on mepazine. It is difficult to 
make direct comparison because of the necessarily low dosage used. Several studies! ™ 
have shown that mepazine, at least in the dosage given, appears to be less effective than 
many other phenothiazines. 

3. It may be that some individuals benefit by being shifted from one drug to another, 
though both compounds may have about the same over-all effectiveness. This may involve 
physiological adaptation to a drug taken over a long period of time. 

4. In a study of this type, some change in staff attitude is inevitable. It was known that 
some patients were receiving placebos; this along with the general interest in the program 
no doubt heightened the acuteness of observation and may have increased the staff’s interest 
in the patients’ progress. However, most of the changes occurring in the patients appear 
attributable to the use of drugs or their withdrawal, since there was no change in personnel 
or general patient management. The milieu program had been in effect for a number of 
years and was not changed during the period of study. The program offered all patients 
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an opportunity for socialization and the development of useful interests. The activities 
included occupational therapy, educational therapy, manual arts, industrial therapies, 
many recreational functions, and home visits. 

The general design of this study is believed to allow reasonably valid conclusions in spite 
of the shortcomings of clinical evaluations and the objective measurements used. The total 
group of 80 patients was relatively homogeneous, although the four subgroups were not 
matched but were selected on a random basis. These limiting factors must be kept in mind 
in appraising the results. 


SUMMARY 


The 80 chronic schizophrenic patients in this study had improved on phenothiazine medi- 
cation given prior to the study but had remained ineffectual and more or less withdrawn. 
In groups of 20 they were given one of four compounds on a double-blind basis (thioridazine, 
trifluoperazine, chlorpromazine, or placebo). Evaluations were made at the end of eight 
and 16 weeks, with additional observation on 57 of them carried out for a total of 38 weeks. 
The clinical evaluations and the objective ratings were in close agreement. 

Most patients in the three groups receiving active drugs improved slightly, indicating that 
all three drugs were effective and that the change of dosage or change of type of compound 
from prestudy medication was significant. The group placed on placebos became definitely 
worse, indicating that the previously given phenothiazine medication was of value in con- 
trolling the symptoms of these individuals. 

Though the differences among the three drugs were slight and not statistically significant, 
the suggestion of a slight advantage for trifluoperazine might have been predicted, since 
most of the patients were withdrawn. Mild physiological disturbances considered to be 
side reactions occurred in all four groups; the trifluoperazine group had the most and the 
thioridazine group had the least—even less than the placebo group. 
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Research Training in Psychiatry 


A two year program of research training in psychiatry leading to the degree of Doctor of 
Medical Science is offered by the Graduate Educational Program of the State University 
of New York Downstate Medical Center. The program is open to M.D.’s who have com- 
pleted three years of residency training in psychiatry. Candidates who have completed 
two years of residency will also be accepted. In such cases the final year of residency will 
be taken at the Psychiatric Division of Kings County Hospital concurrently with this 
program, and a total of three years will be required to complete the combination of the two 
year training program and the third year of residency. The program provides the candidate 
an opportunity to do research, and it offers a series of courses concerned with research 
methodology and current major concepts in the field of psychiatry. A broad interdisci- 
plinary faculty is responsible for teaching courses in the program and for supervising re- 
search of candidates. Extensive clinical and laboratory facilities are available for research 
projects. 

Each candidate accepted into the program will be granted a fellowship of $6000 for the 
first and $7000 for the second postresidency year. These fellowships may be supplemented 
by stipends for special research or teaching. Three year candidates will receive $7100 for 
the final residency year. 

Applications for the academic year beginning September, 1962, should be submitted 
before February 1, 1962. Application forms or additional information about the program 
may be obtained by writing to Office of Admissions, Downstate Medical Center, 450 Clark- 
son Avenue, Brooklyn 3, N. Y. 
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Hy per pyrexia, Coma, and Death During 
Chlorpromazine Therapy 


Robie T. Childers, Jr., M.D. 


RICHMOND, INDIANA 


With the widespread usage of chlorpromazine in recent years by both private practitioners 
and psychiatric institutions, there has been quite adequate coverage of the more common 
toxic effects encountered, such as agranulocytosis and jaundice. We recently encountered 
a rare complication that we believe was due to chlorpromazine. One similar case due to 
this drug has been reported.! Similar cases have also been described with newer pheno- 
thiazine derivatives.” 


CASE REPORT 


This 54 year old white single female was first hospitalized in 1931 with a diagnosis of dementia praecox. 
She remained in the hospital 14 months before returning home to her mother, with whom she remained, making 
a marginal adjustment on a passive dependent level, until January, 1959, at which time she re-entered the 
hospital for a five month period. After her release on a convalescent leave in June, 1959, she continued to 
have periods in which she became upset, overactive, and delusional, and these symptoms finally necessitated 
her return to the hospital in November, 1960. At this time she was moderately obese but otherwise in good 
physical condition. 

On the second and third hospital day of this last hospital stay, she received chlorpromazine concentrate 
(100 mg. four times a day). From the fourth through the thirteenth day, she received 200 mg. four times a 
day. She was noted to be somewhat drowsy on the thirteenth day, a not unusual finding on this dosage, but 
had no complaints. The dosage was reduced to 200 mg. three times a day. 

On the fourteenth day she remained lethargic and developed dizziness and a temperature of 104 F. during 
the night. 

On the fifteenth day her temperature remained elevated, but a complete physical revealed no abnormalities. 
White blood count and differential were normal. Chlorpromazine was discontinued. The patient was placed 
on penicillin and aspirin. On the sixteenth day she was alert, had no complaints, and her temperature had 
dropped to 100.2 F. During the night her temperature began rising. When examined on the morning of the 
seventeenth day the following findings were noted: temperature, 104.6 F.; pulse, 112; and respiration, 30. 
She was semicomatose, nonresponsive, sweating profusely, had immobile eyeballs, pin-point pupils, and scattered 
muscular twitching of the facial muscles. Her neck was supple. Her extremities were flaccid. The remainder 
of the examination was negative. Her blood count remained normal. Spinal fluid examination, including 
culture, was negative with the exception of a sugar of 126. The patient was seen in consultation and trans- 
ferred to a local general hospital, where she remained in a gradually deepening coma with a high temperature 
until her demise early on the twentieth hospital day. Complete laboratory studies were negative except for 
a moderately elevated blood sugar. 

A complete gross autopsy and extensive histological studies* did not provide evidence of the cause of death 
and it is presumed that her death was resultant to chlorpromazine toxicity manifested by brain stem involve- 
ment. 





From Richmond State Hospital, Richmond, Ind. 
* Performed by Dr. John Stepleton, pathologist, Reid Memorial Hospital, Richmond, Ind. 
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SUMMARY 


A 55 year old white female was rehospitalized because of paranoid delusions and in- 
appropriate behavior. She was placed on chlorpromazine, receiving 9400 mg. over a 15 day 
period. On the fourteenth day of medication she became unduly lethargic and developed 
an unexplained fever. She was placed on penicillin and aspirin and showed marked sub- 
jective and objective improvement for approximately 12 hours, when she gradually re- 
developed a high fever and went into a coma. Physical and neurological examination were 
negative except for muscular twitching of the facial muscles and fixed pin-point pupils. 
Laboratory studies, including cultures, were negative except for moderate elevation of the 
blood sugar and spinal fluid sugar. The patient underwent a rapidly downhill course with a 
gradually deepening coma and a high temperature. 

A complete autopsy failed to reveal the cause of death, and it is felt that this must be 
presumed to be a chlorpromazine toxicity manifested by coma and hyperpyrexia from 
brain-stem dysfunction. Other phenothiazines have been reported to cause similar 
difficulty. 
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Erratum 


On page 127 of the April-June 1961 issue (volume 22, number 2) of Journal of Clinical 
and Experimentcl Psychopathology & Quarterly Review of Psychiatry and Neurology, in the 
abstract of the article entitled “The Axial Syndrome Common to All Psychoses’’ by Bar- 
tolomé Llopis, the word ‘‘content’’ in the second sentence should have been “‘state’’ to make 
the passage read: “Only syndromes of the state of consciousness are authentic psychic 
disturbances.”’ 


Directory of Outpatient Psychiatric Clinics Published 


The twelfth edition of the Directory of Outpatient Psychiatric Clinics, published jointly 
by the National Association for Mental Health and the National Institute of Mental Health, 
is now available. Listings include not only outpatient psychiatric clinics in the United 
States but also all state mental hospitals, institutions for mental defectives and epileptics, 
psychopathic hospitals, Veterans Administration Hospitals, state mental health associa- 
tions and health departments, and regional offices of the U. S. Department of Health, 
Education, and Welfare. The directory may be purchased from the National Association 
for Mental Health, Inc., 10 Columbus Circle, New York 19, N. Y. The cost is $1.50. 
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The Relationship of Nicotinic Acid 
to Cholesterol Metabolism 


A. Hoffer* 


SASKATOON, SASKATCHEWAN, CANADA 


Early in 1955, Altschul et al'! reported that nicotinic acid (but not nicotinamide) lowered 
serum cholesterol levels in man. This was based upon preliminary studies shown in table I. 

Altschul had shown earlier that nicotinic acid lowered serum cholesterol levels in normal 
rabbits and in rabbits made hypercholesterolemic (by diet). These observations have been 
corroborated by more than 50 reports from various countries that have appeared within 
the last five years. Today, nicotinic acid is considered by many investigators to be the 
most effective therapeutic compound for lowering cholesterol levels with safety and without 
dietary changes. It will probably be replaced by better chemicals as more is learned, but it 
has opened a new area for investigation in the difficult field of cholesterol metabolism. 

The history of discovery interests many scientists. It seldom follows the common-sense 
scientific method. In early 1952, Dr. Osmond and I engaged in a series of clinical discussions 
regarding research and schizophrenia. We developed a set of criteria for chemical therapies 
for this disease that were partially based upon our idea that there might be a disturbance of 
epinephrine metabolism in schizophrenia. If this was true, it would be a good thing to reduce 
the secretion or formation of epinephrine. Because nicotinic acid is one of the very few 
methyl acceptors known to be present in the body, we argued that it might divert methyl 
groups from norepinephrine and so, conceivably, prevent the formation of epinephrine. 
Accordingly, we purchased several kilograms of nicotinic acid early in 1952 and began our 
therapeutic trials using between 3 and 10 Gm./day given by mouth. These quantities 
proved to be clinically safe and had no injurious side effects. We continued to use it from 
this time on and have by now treated several hundred patients, some for as long as five 
years. 

By 1954, Altschul had initiated and completed a series of major experiments in which 
he demonstrated that processes that. improved respiratory function in animals and men 
also lowered cholesterol levels. Altschul had earlier found: (1) That heated egg yolk and 
heated cholesterol were more atherogenic for rabbits than when not heated and that the 
same substances irradiated with ultraviolet or oxidized by hydrogen peroxide were less 
toxic,” (2) that ultraviolet irradiation of rabbits inhibited cholesterol arteriosclerosis in rabbits 
and lowered serum cholesterol in humans,’ and (3) that the administration of oxygen to 
rabbits lowered cholesterol and inhibited experimental atherosclerosis in rabbits.‘ 

In 1954, Altschul requested the cooperation of the Psychiatric Services Branch, Depart- 
ment of Public Health, in Saskatoon. He wished to further test the action of ultraviolet 
irradiation on patients. We were most happy to give him access to our patients in order to 





* Director, Psychiatric Research, Psychiatric Services Branch, Department of Public Health, University 
Hospital, Saskatoon, Saskatchewan, Canada. 
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TABLE I* 


Comparison of Blood Cholesterol Levels After Ingestion of Nicotinic Acid by 
Normal Volunteers and Patients 








Dose, Time, Mean, Decrease, Number of cases in 
Group Number gm. hours mg./100 ml. Sot S.E., % which decrease occurred 
Normals 11 4 24 204 8.4 1.3 11 
Patients 35 1 3 250 16.7 2.8 31 
Patients 22 1 24 221 8.1 1.8 16 





* Data from Altschul et al."! 

+ The decrease in cholesterol depends upon the initial cholesterol level. The correlation coefficient was 
0.76. If we divide all the data into a normal (250 mg. per cent or less) and hypercholesterolemic (250 mg. per 
cent or more) group, we find the results shown in table II. 


forward these important investigations, which clearly have many implications for both 
psychiatry and medicine generally. 

In 1954, I drove Dr. Altschul to the Saskatchewan Hospital at Weyburn in my car. In 
our conversation, two subjects were discussed, i.e., the use of nicotinic acid for treating 
schizophrenia and the use of agents enhancing in vivo oxidation for lowering cholesterol. 
Thus nicotinic acid as a component of the respiratory enzyme became a focal point of in- 
terest. Shortly afterwards, Altschul found that nicotinic acid lowered cholesterol levels in 
rabbits.‘ It also inhibited the development of arteriosclerosis in rabbits fed with atherogenic 
diets.’ Of 17 animals tested, 2 showed intense arteriosclerosis, 6 showed mild changes, and 
9 showed no arteriosclerosis. Previous research had shown that, without nicotinic acid, 
at least 13 rabbits would have shown severe arteriosclerosis. This work on nicotinic acid 
in rabbits has since been corroborated by Merrell and Lemly-Stone®! and Cava et al.”° 

Altschul’s findings with rabbits and our clinical experience with nicotinic acid in patients 
with schizophrenia led to the early testing of blood cholesterol levels after ingestion of 
nicotinic acid in Saskatoon by normal volunteers and at the General Hospital, Regina, by 
patients with various diseases. This was reported by Altschul et al." (See tables I and II.) 

In 1955, I visited Dr. H. Rome, Professor of Psychiatry at the Mayo Research Founda- 
tion, and there reviewed for him and his colleagues our work with schizophrenia and with 


TABLE II* 
Summary of Results in Table I 











Number Decrease No change Increase Serum cholesterol 
of in in in 
cases cholesterol cholesterol cholesterol Range, mg./100 ml. Mean Decrease, % 
43 34 3 6 150-250 203 6.44 
25 24 = 1 Over 250 284 21.74 





* Data from Altschul et al." 
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NICOTINIC ACID AND CHOLESTEROL 


TABLE III 


Summary of Some Authors’ Work Showing Decrease 
in Cholesterol Levels While on Nicotinic Acid Medication 











Number Initial Cholesterol, mg./100 ml., weeks 
of cholesterol 
Reference cases value 1 2 6 12 30 
1 50 323 — — 265 — - 
2 33 337 — — — 282 282 
8 12 201 185 162 —_— _ — 
9 12 205 172 161 — — _ 
22 8 190 180 170 — = = 
22 14 335 275 260 — _ — 
25 3 198 —_— 137 _— — = 
25 4 284 — 22 — — = 
42 10 258 — — 227 a — 
43 10 264 165 181 — — — 
44 27 214 180 — 171 —_ — 
44 10 224 189 —_ 181 176 — 
44 10* 221 234 — 224 saoccs — 
45 7 354 —_— 311 —_ 299 — 
45 6 284 —_ 241 —_— 250 —_— 
47 26 325 — 263 — — 259 
47 9 315 —_ 278 — — 274 
47 9 301 — 262 — — 248 
Mean of means 269 198 221 t tT tT 





* Placebo. 
1 Too few data. 


nicotinic acid. ‘ihe Mayo group were the first to repeat and corroborate our work on the 
influence of nicotinic acid on serum cholesterol, and Parsons et al® reported that nicotinic 
acid lowered cholesterol levels in man. In 12 weeks, plasma cholesterol levels in 7 patients 
with familial hypercholesterolemia decreased from 354 to 299 mg. and in 6 with nonfamilial 
hypercholesterolemia from 284 to 250 mg./100 ml. 

This was followed by a large number of corroborative studies. Some of these are sum- 
marized in table III. 


RESULTS OF STUDIES 


A number of conclusions may be drawn from these studies. 

First, nicotinic acid is so far the most effective chemical that can be used therapeutically 
for lowering cholesterol in plasma. The term “most effective’’ refers to those qualities so 
desirable for therapeutic agents, such as safety, freedom from toxicity, ease of administra- 
tion, and minimal interference with established dietary and social habits. 

Second, the lowering of plasma cholesterol depends upon the amount of nicotinic acid 
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TABLE IV 
The Effect of Dose of Nicotinic Acid and Lowering of Cholesterol 





Number Dose, Gm./day Cholesterol levels, mg./100 ml. 





5 0.0 277 
£33 229 
3.0 200 
14 0.0 318 
3.0 268 
4.5 231 
8 0.0 325 
3.0 286 
4.5 265 
6.0 241 





used per day, the rate of release of nicotinic acid into the blood, and the initial cholesterol 
level. 

With regard to the amount of nicotinic acid used per day, the minimum effective dosage 
is 3 Gm. per adult human per day. Some subjects require 6 Gm. or more. Achor and 
Berge' clearly showed such a relationship. (See table IV.) 

O’Reilly et al®! found that a slow-release nicotinic acid preparation was more effective in 
lowering cholesterol than a similar quantity of crystalline nicotinic acid in tablets. 

Very high initial cholesterol levels decrease proportionately more than low levels. Indeed, 
when cholesterol levels are low they become elevated. This suggests that nicotinic acid is 
more truly a cholesteroi metabolism normalizer rather than a hypocholesterolemic sub- 
stance. Since the vast majority of patients with abnormalities have increased levels, the 
chief effect is hypocholesterolemic. If many patients were found with extremely low choles- 
terol levels, e.g., as in pernicious anemia, their cholesterol levels would be elevated. Ac- 
cording to Hoffer and Callbeck,** 135 mg. per cent or thereabouts is the critical level, i.e., 
group means above this value are lowered and group means below it are elevated. It may 
be, as several authors have suggested, that values about 150 mg. per cent are more “normal”’ 
than values about 200 mg. 

Nicotinic acid is not toxic and can be given for many yeais if not for a lifetime. The 
vasodilatation is temporarily uncomfortable, but if the patient is prepared properly so that 
he expects the flush he is seldom disturbed. Achor and Berge! reported that only 4 patients 
out of 50 discontinued nicotinic acid, 3 because of gastrointestinal upset and 1 because of 
anxiety over the flush. There is no weight loss, appetite is improved, and liver function is 
not impaired. Belle and Halpern,‘ Goldner and Vallan,?? and Gurian and Adlersberg** 
also found little toxicity. 

The maximum decrease in cholesterol levels seems to be achieved within one to two weeks 
after starting treatment with nicotinic acid. 
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The action of nicotinic acid on cholesterol levels is not due to a thyroid-like effect. Altschul 
and Hoffer’ studied the effect of nicotinic acid on the basal metabolic rate and on cholesterol 
levels of 12 normal young volunteers. In 15 days, cholesterol decreased from 205 to 161 mg. 
During the same period, but not in relation to the decrease in cholesterol, the basal met- 
abolic rate increased from —10 to —3.5 per cent. This change is statistically significant, 
but practically it is of little importance. Hoffer and Callbeck** found that nicotinic acid 
increased the basal metabolic rate of 12 schizophrenic patients about 15 per cent, which is 
appreciably more than for normals. 


AMELIORATION OF SIDE EFFECTS 


The two major undesirable, but not dangerous, effects are the vasodilatation and pruritus 
usually found at the onset of treatment and gastrointestinal disturbances. The vasodila- 
tation depends upon the level of nicotinic acid in the blood, for nicotinic acid given just 
after the flush has receded will not produce a new vasodilatation. It is therefore possible 
to control the vasodilatation by consuming nicotinic acid in small divided doses or by using 
slow release preparations. Slow release preparations will contain either unmodified nicotinic 
acid so prepared that the tablet disintegrates over several hours after administration or 
derivatives of nicotinic acid that can be hydrolyzed to nicotinic acid in the body. 

O'Reilly et al® studied one such slow release preparation. In normal subjects, this prepa- 
ration reduced the incidence of vasodilatation to a very low value, while it retained its 
effect on cholesterol levels. Some patients (chronic schizophrenics), however, could not 
tolerate this preparation. In contrast, chronic schizophrenic patients seldom have any 
discomfort from pure nicotinic acid. One patient who frequently developed cramps and 
diarrhea after taking nicotinic acid or nicotinamide for several years (to control his hypo- 
thyroid state**) has taken this nonflush preparation more than a year with no discomfort 
whatever. 

Many of the gastrointestinal side effects may be related to the acidity of nicotinic acid. 
This might be especially disturbing for patients with hyperacidity. For this reason, Altschul 
and Hoffer* tested the action of buffered salts of nicotinic acid. This preparation markedly 
decreases such difficulties, and people with history of peptic ulcer have been able to take 
this preparation safely. Apparently, it rarely causes any gastrointestinal disturbances and 
should be given in any case when gastrointestinal disturbances may be expected or actually 
have developed with the pure vitamin. 


COMBINATIONS OF NICOTINIC ACID WITH OTHER SUBSTANCES 


Goldner and Vallan*® studied a commercial preparation containing nicotinic acid as the 
major ingredient, but also vitamin B,, which they believe increases the potency of the action 
of nicotinic acid, and vitamin C, reserpine, pentylenetetrazol to decrease the severity of the 
side effects. They reported that this medication was more effective in lowering cholesterol 
than any other preparation. In a group of 20 patients who received at least 2 to 3 Gm. of 
nicotinic acid per day, mean serum levels decreased from 338 to 203 mg./100 ml. Comesana 
et al” and Nava et al®*® compared the hypocholesterolemic action of nicotinic acid and 
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TABLE V 
Some Physiological Properties of Nicotinic Acid and of Some Closely Related Compounds 








Nicotinic Nicotinic Nicotinuric 

Property acid Nicotinamide alcohol acid Glycocyamine 
1.. Hypocholesterolemia Yes No No*® Yes37, 53* No*?: 50 
2. Vasodilator (stress) Yes No Yes No No 
3. Oxidation catalyst Yes Yes Yes Yes No 
4. Methyl acceptor Yes Yes ? ? Yes 
5. Glycine acceptor Yes No No No No 
6. Hydrolized to nicotinic acid — No No No No 





* According to Hoffer and Callbeck®? 9 Gm./day were required. 


phenylethylacetamide. Nicotinic acid was more effective. Fifty mg. daily lowered choles- 
terol in dogs 21 per cent, whereas 400 mg. of phenylethylacetamide lowered it 14 per cent. 
Both together decreased it 47 per cent. They suggested that a mixture would be more 
useful since small dosages of either could be used. 


MODE OF ACTION OF NICOTINIC ACID 


We do not know why nicotinic acid lowers cholesterol levels. There are, however, many 
hypotheses advanced by numerous authors. 

Specificity of Action. The activity and properties of substances related to nicotinic acid 
are shown in table V. 

Only two of these substances can lower cholesterol levels. From these data, one can rule 
out the following suggested mechanisms: 


TABLE VI 
Effect of Guanidine Acetic Acid on Cholesterol Levels 





Cholesterol levels 





Subject number Before After 





3 Gm. guanidine acetic acid per day 


1 252 208 
2 289 295 
3 354 361 
4 290 198 


6 Gm. guanidine acetic acid per day 





1 211 207 

2 166 171 

3 266 267 

- 214 216 

5 157 182 
170 | volume xxii, number 3, September, 1961 


JOURNAL OF CLINICAL AND EXPERIMENTAL PSYCHOPATHOLOGY 








ead ackivatelscer alae 


~ 0 





NICOTINIC ACID AND CHOLESTEROL 


Vasodilatation. g-Pyridine alcohol, which is a strong vasodilator, does not lower choles- 
terol. The vasodilatation of nicotinic acid disappears in time, although the substance con- 
tinues to exert its hypocholesterolemic effect, and, finally, slow release nicotinic acid and 
nicotinuric acid, which produce no flush, lower cholesterol. 

Depletion of Methyl Groups. Neither nicotinamide nor glycocyamine (guanidineacetic 
acid) lower cholesterol levels. This is evidence that the consumption of methyl groups by 
nicotinic acid cannot be a major factor. Hoffer and Callbeck*’ found the results shown in 
table VI upon cholesterol levels with guanidine acetic acid. 

It is obvious that there is no effect from this methyl depleter. These findings also argue 
against the suggestion of Hoffer et al** that methyl depletion and reduction of adrenalin 
production are factors. 

Combination with Glycine. Nicotinic acid combines with glycine to form a carboxylic 
ester, nicotinuric acid.” In a similar way, benzoic acid combines with glycine to form 
hippuric acid and salicylic acid combines with glycine to form salicyluric acid. Nicotinamide 
cannot combine with glycine. For this reason, Hoffer and Callbeck** suggested that glycine 
in relation to nicotinic acid might play the key role in lowering cholesterol levels. There 
are at least three possible explanations: that the depletion of glycine is the cause of the 
decrease in cholesterol, that the act of combination between nicotinic acid and glycine may 
utilize a particular enzyme which is thereafter not free to participate in cholesterol me- 
tabolism, and that nicotinuric acid is the active cholesterol lowering agent. 


O O 
c Cc 
OH + COOHCH:NH: —> F O—NH 
WwW 
N N CH; 
| 
COOH 
Nicotinic acid Glycine Nicotinuric acid 


Depletion of Glycine. It is not likely this is a main cause although it cannot be excluded, 
for Samuel” found that p-aminosalicylic acid (which also combines with glycine) at a dose 
level of 12 Gm./day lowered cholesterol levels 25 per cent in 2 subjects in four weeks. One 
would also expect other glycine binders, such as acetyl salicylic acid and benzoates, to lower 
cholesterol. However, Miller et al** found that doses of sodium benzoate equimolar with 
3 Gm. of nicotinic acid per day did not decrease cholesterol. Perhaps much larger quan- 
tities would. 

Utilization of an Enzyme. Schon" and Schade and Saltman™ suggested that the union of 
nicotinic acid with glycine depletes the small store of coenzyme A that is required for choles- 
terol synthesis. The difficulty with this suggestion is that coenzyme A is rather ubiquitous 
and therefore one would expect other evidence of coenzyme deficiency to occur. Further- 
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more, when cholesterol levels are very low, they tend to be elevated, not decreased, by 
nicotinic acid. 

Nicotinuric Acid is the Active Substance. Miller et al® found that 25 per cent of the nico- 
tinic acid given to patients was excreted as nicotinuric acid. None was found after the 
administration of nicotinamide. 

This is an attractive hypothesis, because it would account for the specificity of the action 
of nicotinic acid and because it could be reconciled with Altschul’s oxidation theory, i.e., 
that nicotinuric acid can act as an oxidation factor. Recently, Miller et al* in a very interest- 
ing and good report carefully examined this question. They concluded that nicotinuric acid 
could be the active agent for the following reasons: (1) After the patients are given nicotinic 
acid, there is a rapid increase in blood nicotinic acid (in one case from 0.15 ug./ml. to 16.5 
ug./ml. in one hour after 1 Gm.) and an equally great increase in serum nicotinuric acid. 
Nicotinamide has no effect on nicotinuric acid levels. (2) Large quantities of nicotinuric 
acid (9 Gm. or more per day) given by mouth also lower nicotinic acid. This might be 
interpreted as against the nicotinuric acid hypothesis, but Miller et al believe these large 
quantities are needed because it is poorly absorbed from the bowel. Their evidence for this 
was that serum levels of nicotinuric acid are not increased as much by giving nicotinuric 
acid as they are by giving nicotinic acid. Concentrations of nicotinuric acid in serum were 
twice as high as those of nicotinic acid after 1 patient had responded to nicotinic acid therapy 
with a decrease in cholesterol. (3) A very small fraction of nicotinuric acid is converted into 
nicotinic acid in the body. Therefore, nicotinuric acid cannot act by being first converted 
into nicotinic acid. 

In November, 1957, I discussed my interest in nicotinuric acid with Hoffmann-La Roche, 
Nutley, N. J., and early in 1958 they kindly provided us with some pure crystalline nico- 
tinuric acid. Since then, we have found, as have Miller et al, that at least 9 Gm./day are 
required to produce a consistent decrease in cholesterol. However, in a few cases, as low a 
dosage as 1.0 Gm./day given by mouth decreased cholesterol. Results obtained by Hoffer 
and Callbeck*’ in 1959 are shown in table VII. 

This preliminary data is, of course, not conclusive but does support Miller et al in their 
conclusion that large quantities of nicotinuric acid will lower cholesterol levels. The best 
response was found when the initial levels were high. Thus, at the dosage level of 3 Gm./ 
day, the five highest initial levels decreased from a mean of 310 to 270 mg. per cent, whereas 
the five lowest initial cholesterol levels were unaltered (223 to 226 mg. per cent). 

At a dosage level of 1 Gm. /day, the 3 schizophrenic patients showed no change in choles- 
terol but the 4 nonschizophrenic patients decreased from a mean of 202 to 177 mg. per cent. 
All the studies with a dosage level of 1 Gm. were done with an initial small lot of nicotinuric 
acid. The remaining studies were made with a second batch. Perhaps, due to some altera- 
tion in solubility, the first lot was more readily absorbed. Miller et al’s suggestion of the 
lack of absorption of nicotinuric acid may indeed be true. Nicotinuric acid is a carboxylic 
acid, and thus it may be insufficiently soluble to produce an adequate blood level. Perhaps 
the sodium salt of nicotinuric acid might be more soluble and therefore more effective in 
lowering cholesterol. One could also give the nicotinuric acid parenterally. 
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TABLE VII 
Effect of Nicotinuric Acid on Serum Cholesterol Levels 





Cholesterol levels, mg. per cent 





Subjects Initial On treatment 





Nicotinuric acid, 1 Gm./day for two days 


Schizophrenics 185 190 

125 120 

281 284 

Mean 197 198 

Others 160 135 

169 144 

181 172 

296 255 

Mean 202 177 
Nicotinuric acid, 3 Gm./day for 5 days 

Others 382 324 

329 234 

306 288 

274 215 

258 288 

252 255 

245 247 

244 194 

220 239 

205 240 

200 210 

Mean 265 248 





Miller et al reported that, when nicotinic acid and nicotinamide were given together, no 
nicotinuric acid was excreted. They did not report serum nicotinuric acid levels, but pre- 
sumably they would not be elevated if none was found in the urine. 

If therefore nicotinuric acid is the active agent, then giving nicotinamide simultaneously 
with nicotinic acid would prevent the action of nicotinic acid in lowering cholesterol since 
no nicotinuric acid would be formed. We have examined this idea with the results shown 


in table VIII. 
It is clear that nicotinamide does not significantly influence the action of nicotinic acid 


in lowering cholesterol levels. 
It is possible that nicotinamide does not alter the production of nicotinuric acid as re- 


flected in serum levels. It may only alter its degradation. 


IMPROVED INTERMEDIARY METABOLISM 


Altschul’s work with oxidants that lower cholesterol suggested that nicotinic acid im- 
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TABLE VIII 
Effect of Nicotinic Acid and Nicotinamide Combined on Cholesterol Levels 





Cholesterol levels, mg. per cent 








4-7 days Nicotinic acid plus 
at 3 Gm./day of 3 Gm./day of nicotinamide 
Subject Initial level nicotinic acid for four days 

1 222 186 144 
2 180 162 159 
3 302 140 117 
4 238 157 145 
5 264 176 116 
6 274 232 255 
7 291 268 290 
Mean 253 188 175 

As above but only 

1.5 Gm./day of nicotinamide 

8 230 167 184 
9 241 153 160 
10 181 126 211 
Mean 217 149 185 
Total mean 242 177 178 





proved respiratory oxidation of cholesterol. There is good evidence for this but it is difficult 
to understand why the amide, which is incorporated more readily into the respiratory 
enzyme, fails to lower cholesterol levels. It may be that, in the methylation of nicotinic acid 
to amide, there is a restoration of respiratory function, i.e., the reaction nicotinic acid + 
methyl = nicotinamide is the essential mechanism. Methyl groups are usually plentiful and 
so this is not a limiting factor. If this is true, large doses of nicotinamide will block the 
action of nicotinic acid in lowering cholesterol levels. 

Other substances that are not components of the respiratory enzymes also lower choles- 
terol levels. 

Ratti et al®*.® reported that 3-pyridine acetic acid was a stronger hypocholesterolemic 
substance than nicotinic acid. Between 1.5 and 2.5 Gm./day lowered cholesterol levels in 
four weeks about 30 per cent when the initial levels were greater than 220 and about 15 per 
cent when they were less. They reported that there was less disturbance of the glucose 
tolerance curve and that the side effects were less numerous. Careful parallel studies will 
be required to corroborate these results. 


BIOSYNTHESIS 


Merrell*® fed nicotinic acid to rats and observed an increase in labeled acetate in choles- 
terol. In vitro nicotinic acid added to rat liver slices increased the incorporation of traces 
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of carbon into cholesterol. Merrell concluded that nicotinic acid markedly influenced syn- 
thesis. On the contrary, Duncan and Best** did not observe any influence of nicotinic acid 
on incorporation of C* in liver and serum cholesterol after intraperitoneal injection of labeled 
sodium acetate. There was no effect on incorporation of melavonic acid either. Nicotinic 
acid given to rats for two to six weeks decreased incorporation of labeled acetate into liver 
and serum cholesterol. Apparently rats do not react to nicotinic acid in the same way that 
rabbits and humans do. Perry*: © suggested that nicotinic acid decreased cholesterol levels 
by diverting a considerable proportion of potential cholesterol and other lipid precursors 
into an oxidative pathway rather than into the pathway of synthesizing cholesterol or fatty 
acids. Nicotinamide was inactive. Nath et al*° found that nicotinic acid increased the 
plasma cholestercl in rats. Schon” showed that nicotinic acid depressed synthesis of choles- 
terol by liver in vivo. This they attributed to a lack of acetyl coenzyme A. Schade and 
Saltman” fed nicotinic acid to rabbits and observed that there was a marked inhibition of 
cholesterol synthesis by dietary nicotinic acid, both in the controls and in cholesterol-fed 
animals. 


ACTION OF RETICULOENDOTHELIAL SYSTEM 


O'Reilly et al®** hypothesized that nicotinic acid might stimulate the phagocytosis of 
cholesterol by the reticuloendothelial cells of the liver. This idea was supported by Kraupp 
et al,* but there is no experimental evidence to support it as yet. 


FIBRINOLYTIC ACTIVITY OF NICOTINIC ACID 


O’Reilly et al®* suggested as another possibility that nicotinic acid might enhance the 
antilipemic action of heparin without increasing its anticoagulant action. Weiner et al* 
found that intravenous administration of nicotiric acid to 10 subjects induced fibrinolytic 
activity in all cases. There was no such effect in vitro. 

This activity resembles the activation of the clearing factor by heparin. However, in 
further studies, Weiner et al*? found no fibrinolytic activity after oral administration of 
nicotinic acid. No fibrinolytic activity was elicited if intravenous injections followed previous 
treatment with nicotinic acid. Thus the hyrotkesis of O’Reilly et al is not supported. 


ANOREXIC PROPERTIES OF NICOTINIC ACID 


Friedman and Byers*’ suggested that the chief efficacy of nicotinic acid resides in its 
anorectic properties. This suggestion seems incorrect for a number of reasons. 

Nicotinic acid seldom produces anorexia (defined in common English usage as “‘want of 
appetite’) in the vast majority of human subjects. We have had experience with nicotinic 
acid for nearly seven years with over 200 subjects with no want of appetite. Furthermore, 
nicotinamide in my experience sometimes produces anorexia in contrast to nicotinic acid, 
yet it does not lower cholesterol levels. 

Patients do not lose weight while taking nicotinic acid. In fact, there is frequently weight 
gain during a period of pronounced decrease in cholesterol. It is impossible to reconcile this 
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TABLE IX 
The Effect of Fasting Alone and With Nicotinic Acid on Cholesterol Levels 








Per cent of change Per cent of 
Treatment Number in cholesterol weight loss r 
Fasting only 48 hours, fasting ad lib 25 +20 5 P < 0.001 
Fasting as above plus nicotinic acid 18 —22 5 P < 0.001 





anorectic effect of nicotinic acid and the lack of weight loss. Miller et al** found no anorexia 
in a series of controlled dietary studies. Their patients consumed all the diets prescribed 
with only minor exceptions. They do not believe that anorexia is the explanation for the 
action of nicotinic acid in men. 

Altschul and Smart!® have conclusively shown that decreased food intake in rabbits, 
which would logically be expected if anorexia operated, does not lower cholesterol levels. 
On the contrary, Altschul, in studying the effect of food deprivation with and without 
added nicotinic acid, found the results with rabbits that are shown in table IX. 

It is clear the anorectic theory of Friedman and Byers receives little experimental support. 


EXCRETION OF CHOLESTEROL 


Goldsmith et al*° showed that nicotinic acid excretion increased the excretion of some 
sterols and of similar acids on diets rich in unsaturated fatty acids. Total nicotinic acid 
and nicotinuric acid excretion was decreased. However, not all the decrease in serum choles- 
terol was accounted for by the increased excretion. 


RELATION OF NICOTINIC ACID TO GASTRIC SECRETION FACTOR 


Sydenstricker et al*! reported that normal gastric secretion cured 4 patients of pellagra. 
Spillare™’ reviewed the evidence of Sydenstricker’s view that absence of an intrinsic factor 
from gastric secretion may play a role in the etiology of pellagra. Pellagrins frequently 
suffer from achlorhydria and anemia. Sydenstricker* successfully treated 8 out of 10 cases 
of pellagra with gastric juice from healthy persons. Two patients were benefited by pig 
gastric juice. Pig stomach extract cured 4. According to Sydenstricker, these juices con- 
tained insufficient nicotinic acid to account for the remarkable responses. Sydenstricker 
suggested that continued deficiency of the vitamins leads to changes in gastric mucosa, 
liver, and central nervous system. Atrophy of mucosa would result in deficiency of gastric 
secretion. 

It is possible that nicotinic acid lowers cholesterol levels by causing the release of an 
intrinsic factor (not the pernicious anemia factor) that may control cholesterol metabolism. 
This is based upon the following evidence: 

There is a tendency in North America for cholesterol levels in plasma to increase with 
age. This is not due to the caloric content of the fat because replacing all animal fats by 
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vegetable fats causes a marked decrease in plasma cholesterol. Plant fats therefore lack a 
hypercholesterolemic factor that can be assumed to be present in animal fats.*° But if this 
is true, why does the plasma cholesterol not increase much earlier in life since animal fats 
are consumed from birth onward? This, therefore, suggests that young humans are able 
to withstand or to inactivate the hypercholesterolemic factor. With age, gastric secretion 
might contain less of this factor. In general, achylia gastrica becomes increasingly prevalent 
with age. 

Cantone et al!’ reported that extracts prepared from normal gastric juice and from hog 
gastric mucosa decrease cholesterol, clear plasma, and are lipotropic for rabbit and man. 
Capraro et al'® further reported that some gastric mucin preparations were lipotropic in 
rats. Total plasma lipids and cholesterol were lowered significantly. The active fraction 
was an acid aminopolysaccharide that is very active whether given orally or parenterally. 
Rossi and Rulli” reported that gastric mucin given to 10 patients with angina pectoris at 
the same time as a fat meal prevented the hyperlipemia that usually followed. Since the 
aminopolysaccharide is the active fraction, it is conceivable that it inactivates the hyper- 
cholesterolemic factor present in animal fat. Capraro et al'* and Capraro and Cantone'™ 
suggest that the acid aminopolysaccharide present in normal gastric secretion and in hog 
gastric mucosa is a normal physiological factor that controls dispersion of plasma lipids. 

Nicotinic acid stimulates gastric secretion but not to the same degree as histamine.*: © 

It is therefore possible that nicotinic acid lowers cholesterol levels by increasing the se- 
cretion of the lipid intrinsic factor that may be present in the aminopolysaccharide fraction. 
This intrinsic factor is not the pernicious anemia factor, but may be related to it. Indeed, 
Muller et al* reported 2 cases with pernicious anemia where cholesterol levels were very low. 
When remission occurred, the cholesterol levels returned to normal. This is similar to the 
hypercholesterolemic effect of nicotinic acid in patients where cholesterol levels were equally 
low. 

This idea can be examined by studying the effect of nicotinic acid and s-nicotinyl alcohol 
on gastric secretion and on the quantity of aminopolysaccharides. If s-nicotinyl alcohol 
produced the same changes as nicotinic acid without lowering cholesterol, it would support 
the hypothesis. 


CLINICAL USE OF NICOTINIC ACID RELATED TO CHOLESTEROL METABOLISM 


Hypercholesterolemia. Since nicotinic acid lowers cholesterol levels, its most important 
application clinically is in all conditions where blood cholesterol levels are pathologically 
high. Two patients were reported by O’Reilly® to have responded well to nicotinic acid. 

Angina Pectoris. An unexpected discovery was that some patients suffering from angina 
pectoris felt some relief from pain when they took nicotinic acid regularly. Achor and 
Berge,' de Soldati et al,”* Parsons and Flinn, Goldner and Vallan,** Belle and Halpern," 
and Eilersen and Hobolth* reported clear improvement. 

Prevention of Thromboembolic Complications After Cerebrovascular Accidents. O'Reilly et 
al®® suggested that nicotinic acid might enhance the antilipemic action of heparin. Weiner 
et al*’ did indeed find this to be so for acute cases. However, in a more recent study, Weiner 
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et al®? showed that subjects quickly adapted to nicotinic acid-induced fibrinolyses. Stein- 
mann et al’* again found that oral doses of nicotinic acid did not affect coagulation, but they 
found that, in a series of 209 patients with hemiplegia treated with 3 Gm. of nicotinic acid 
daily, the incidence of thromboembolic complications was reduced to about one fourth. 
Nicotinic acid resembles anticoagulants in this. 
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FOREWORD 


The purpose of the QuAaRTERLY Review or PsycHiATRY AND Neuro ocy is to present 
promptly brief abstracts, noncritical in character, of the more significant articles in the 
periodical medical literature of Europe and the Americas. 


For readier reference, the abstracts are classified under the following general headings: 


PSYCHIATRY 


. Administrative Psychiatry and Legal Aspects 


of Psychiatry 


. Alcoholism and Drug Addiction 
’ Biochemical, Endocrinologic, and Metabolic 


Aspects 


. Clinical Psychiatry 

. Geriatrics 

. Heredity, Eugenics, and Constitution 

. Industrial Psychiatry 

. Psychiatry of Childhood 

. Psychiatry and General Medicine 

. Psychiatric Nursing, Social Work, and Mental 


Hygiene 
Psychoanalysis 
Psychologic Methods 
Psychopathology 


Treatment 

a. General Psychiatric Therapy 
b. Drug Therapies 

c. Psychotherapy 

d. The “Shock” Therapies 


-_ 


Aura w 


10. 
11. 
12. 
13. 
14. 
15. 
16. 


NEUROLOGY 


. Clinical Neurology 
2. Anatomy and Physiology of the 


Nervous 
System 


. Cerebrospinal Fluid 
. Convulsive Disorders 
. Degenerative Diseases of the Nervous System 


Diseases and Injuries of the Spinal Cord and 
Peripheral Nerves 


. Electroencephalography 
. Head Injuries 
. Infectious and Toxic Diseases of the Nervous 


System 

Intracranial Tumors 
Neuropathology 
Neuroradiology 

Syphilis of the Nervous System 
Treatment 

Book Reviews 

Notes and Announcements 


In fields which are developing as rapidly as are psychiatry and neurology, it is obviously 


impossible to abstract all the articles published—nor would that be desirable, since some 
of them are of very limited interest or ephemeral in character. The Editorial Board en- 
deavors to select those which appear to make a substantial contribution to psychiatric 
and neurologic knowledge and which promise to be of some general interest to the readers 
of the Review. Some articles, highly specialized in character, or concerning a subject 
already dealt with in an abstract, may be referred to by title only at the end of the respec- 
tive sections. 


of the Review. 


The Editorial Board at all times welcomes the suggestions and criticisms of the readers 
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ABSTRACTS 


psychiatry 


ADMINISTRATIVE PSYCHIATRY AND 
LEGAL ASPECTS OF PSYCHIATRY 


85. Guilt and Amnesia. WINFRED OVERHOLSER, Washington, D. C. Heythrop J. 2:99, 
April, 1961. 


The author discusses a recent English case (R. v. Podola) in which amnesia for the act 
was alleged as constituting incompetency for trial on a charge of murdering a police officer. 
A jury found the defendant to be feigning, and convicticn and execution followed. The re- 
lationship of memory of the act to ability to make an adequate defense is considered.— 
Author’s abstract. 


86. Some Psychiatric Aspects of Criminal Responsibility. WINFRED OVERHOLSER, Wash- 
ington, D.C. State Government 34:124, Spring, 1961. 


This is a discussion of the psychiatric bases for advocating the Durham (“‘preductivity”’) 
rule in determining criminal responsibility by reason of “‘insanity.’’ Statistics are cited to 
show that the rule now prevailing in the District of Columbia not only gives the psychiatrist 
a better cppcrtunity to present to the jury the facts concerning the defendant’s mental 
state, but actually in operation protects the public better than the M’Naghten and American 
Law Institute formulations.—Author’s abstract. 


87. The Common Frontiers of Psychiatry and Law. H. D. LASSWELL AND L. Z. FREEDMAN, 
New York, N. Y. Am. J. Psychiat. 117:490-498, Dec., 1960. 


American universities are in the midst of rapidly expanding programs of collaborative 
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undertakings between psychiatry and law. The psychiatrist is being called upon to play an 
increasingly important part in every phase of community deliberation and action. A 
national institute of social and behavioral pathology devoted to a comprehensive attack on 
all phases of strategic problems common to psychiatry and law would be responsive to the 
scope of these social problems. Many of the conventional techniques and areas of psy- 
chiatric research lend themselves to investigation of compelling social psychiatric questions. 
The authors classify proposed lines of study into several groups: studies of the participants 
in the legal process, of the sanctioning methods employed by the community to accomplish 
its objectives, of the factors that affect the degree of conformity or nonconformity to legis- 
lative policies of the process of struggle and agreement in the community, of professional 
education and development. Detailed knowledge of the formal and effective decision insti- 
tutions of the community is essential to uncover pertinent information about the degree to 
which legal arrangements increase or decrease mental disease or affect its form and content. 
Psychiatric findings and methods of clinical study may be of far-reaching importance in ex- 
plaining the consequences of community decision. 45 references.—Author’s abstract. 


ALCOHOLISM AND DRUG ADDICTION 


88. A Biological Approach to the Etiology of Alcoholism. D. LESTER, New Haven, Conn. 
Quart. J. Stud. on Alcohol 2] :701-703, Dec., 1960. 


The presence of alcohol dehydrogenase in liver in large amounts and the greater incor- 
poration of the two carbon moiety of ethanol (as compared to acetate) into compounds like 
cholesterol serve as the basis for a proposal regarding the genesis of alcohol addiction. It 
is proposed that alcoholics, long before they are recognized as such, are individuals who 
exhibit deficiencies of compounds that are synthesized from acetate, and because ethanol 
can be utilized more efficiently for this purpose than can acetate an addiction develops. 
Various tests are proposed to test the hypothesis; it is expected that individuals eventually 
to become alcoholics will be found to have a relative inability to acetylate foreign amines. 
Such a biochemical basis for alcohol craving does not minimize personality and sociocultural 
factors; rather, these other elements of the environment will act to enhance or diminish the 
expression of the biological characteristic. 3 references.—Author’s abstract. 


89. Three Preliminary Studies of a Psychoanalytic Theory of Alcohol Addiction. R. J. 
GIBB'NS AND R. H. WALTERS, Toronto, Canada. Quart. J. Stud. on Alcohol 2/:618- 


641, Dec., 1960. 


Three preliminary investigations of a psychoanalytic theory of alcohol addiction, which 
links this disorder with repressed homosexuality, were carried out with alcoholic patients at 
a clinic. In the first two experiments, the visual recognition thresholds of a group of 15 
clinic patients were compared with those of 15 overt homosexuals and 10 normal control 
subjects. The first of these experiments failed to provide significant findings, though the 
pattern of results was somewhat as expected. The second experiment, in which certain 
defects of the first were remedied, yielded significant differences, with alcoholic subjects 
falling between homosexuals and controls in the speed at which they recognized sexual 
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werds. In the third study, the responses of 13 alcoholic and 16 homosexual subjects to 
pictures symbolizing male and female genitalia were compared with those of 20 normal 
subjects. Again the responses of alcoholics were intermediate between those of homo- 
sexuals and normal subjects. In conjunction with the first two experiments, this study 
provides some support for the psychoanalytic theory. However, the limited nature of the 
study necessitates a cautious interpretation of results. Although the experiments as a 
whole do not provide strong evidence for the psychoanalytic theory, the results suggest 
that this theory should not be lightly discarded. 17 references. 20 figures. 6 tables.— 
Author’s abstract. 


CLINICAL PSYCHIATRY 


90. The Association of Preadmission Symptoms with the Social Background in Mental Pa- 
tients. E.L. LINN, Washington, D.C. Arch. Gen. Psychiat. 3:557-562, Nov., 1960. 


Whereas the psychiatrist may ask what the meaning of expressed symptoms is to the 
disease process, the sociologist asks whether cr not the ways in which the disease is expressed 
are modified by the social conditions, the manner of life, and the social demands of others 
in the patient’s environment. To this end, the author studied reports of symptomatic 
behavior before hospitalization, narrated to hospital psychiatrists by families or friends of 
patients. The hospital charts of all functional psychotics aged 20 through 49, of both sexes, 
both white and Negro, admitted to a mental hospital for the first time were the source of 
data. It was found that the types of symptoms reported were not associated, for the most 
part, with the education, marital status, sex, race, religion, or other characteristics of pa- 
tients. In contrast, some behavior of patients (drinking, church attendance, hobbies, or 
interests) reported as usual for them before the onset of symptoms were associated with their 
education, race, and sex. It was inferred that the usual behavior of patients before onset of 
symptoms reflected their social background, but the type of symptomatic behavior mani- 
fested for the most part did not. 12 references. 2 tables.—Author’s abstract. 


GERIATRICS 


91. Progressive Loss of Protective Reflexes in the Airway with the Advance of Age. H. PON- 
TOPPIDAN AND H. K. BEECHER, Boston, Mass. J.A.M.A. 174:2209-2213, Dec. 31, 1960. 


Advancing age is thought to be accompanied by a decrease in the acuity of perception 
and reflex activity. Recent studies have demonstrated a significant increase of perception 
threshold, reflex latencies, and reaction time with the advance of age. The purpose of this 
study was to determine if correlation exists between advancing age and retiex activity as 
directly measured by threshold determination. The protective airway reflex was chosen 
because its proper function is of prime importance in maintaining health and life, and 
previous studies in this laboratory had demonstrated that this reflex is suitable for quan- 
titative studies of activity. By using randomized concentrations of ammonia gas, the 
threshold was determined in 103 healthy male volunteers with ages ranging from 15 to 84 
years. The end point was a momentary stop in the inspiration as recorded on a metabolic 
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spirometer. The median threshold was found to increase sixfold from the second to the 
eighth and ninth decades of life. This loss of sensitivity has serious implications. It is 
probable that such loss permits aspiration of foreign material into the lungs, such as food, 
regurgitated gastric contents, or purulent material from draining sinuses. The results thus 
offer an explanation why silent tracheal aspiration seems to occur with so much greater 
frequency in the old and may also be part of the reason why bronchopneumonia is so common 
in this age group. 15 references. 2 figures. 2 tables.—Author’s abstract. 


92. Adjustment of Eighty Discharged Geriatric-Psychiatric Patients. M. P. MANSON AND 
C. L. ENGQUIST, Sepulveda, Calif. Am. J. Psychiat. 117:319-322, Oct., 1960. 


Findings indicate that a discharged group of geriatric psychiatric patients was happier, 
healthier, more productive, more gainfully employed, and more active socially than when 
hospitalized. Life outside the hospital stimulated these men to live fuller lives and reduced 
their medical needs. Life outside a hospital appears to have reduced the death rate. 
Author’s abstract. 


PSYCHIATRY OF CHILDHOOD 


93. Scrupulosity: Religion and Obessive Compulsive Behavior in Children. w.M. WEISNER 
AND P. A. RIFFEL, Brooklyn, N. Y. Am. J. Psychiat. 117:314—318, Oct., 1960. 


The term scrupulosity implies an unhealthy and morbid kind of meticulousness that 
hampers a person’s religious adjustment. This paper deals with 23 adolescents referred to 
the St. Charles Child Guidance Clinic, Brooklyn, because of continuous and serious scrupu- 
losity. The children were all Catholics, above average intelligence, attending parochial 
schools, and considered exemplary students. These children were indecisive about right 
and wrong, and there was fear of wrong in everything. Symptoms revolved around oral, 
anal, and sexual matters, the precipitating event frequently being the introduction of sexual 
material, special religious events, or a traumatic emotional experience. They were perfec- 
tionists, studious, shy, oversensitive, and constricted. Socially, they adjusted poorly, seldom 
had close friends, and thus appeared withdrawn, seclusive, and lonely. The problem was 
basically not a mcral but an emotional one. The core problem was in the handling of both 
sexual and aggressive impulses, and the symptoms were seen on all levels of psychosexual 
development. The aggressive impulses seemed to produce the most difficulty, but frequently 
were unrecognized. The competitive theme was very strong, with need to excel. They were 
frequently manipulative, passively resistive and provocative. Their sexual conflict had 
oedipal overtones. Coupled with this was profound and incapacitating ambivalence and 
excessive guilt. They tended to use intellectual defenses at the expense of their emotional 
development. The defenses met with were the ones common to the obessive-compulsive 
syndrome, and their ego was caught between the forces of the id and superego. The con- 
striction and inhibition of these children were frequently indicative of a schizoid personality 
and, in some instances, an underlying schizophrenic matrix. Treatment and follow-up 
studies showed that they were usually able to continue to function and make a fairly ade- 
quate adjustment. 12 references.—Author’s abstract. 


186 | volume xxii, number 3, September, 1961 


JOURNAL OF CLINICAL AND EXPERIMENTAL PSYCHOPATHOLOGY 




















PSYCHIATRY AND GENERAL MEDICINE 


94. Community Psychiatry as an Opportunity for Medical Leadership. M. Ross, Washington, 
D.C. Arch. Gen. Psychiat. 3:478-479, Nov., 1960. 


Over the past two decades, psychiatry has moved from the isolated reaches of the state 
hospital systems of America closer to the communities and urban centers. This development 
of so-called community psychiatry provides an opportunity for an integration of activity, 
skills, and knowledge that contains both favorable opportunities and dangerous pitfalls. 
The interest in psychiatry has been heightened by an awareness of its possible application 
in many walks of human endeavcr. This provides a very real opportunity for enriching 
cross fertilization of various professions and disciplines but brings with it the dangers of a 
dilution of identity, energy, and accomplishment. In the distortion of the image and 
identity of the psychiatrist, much of what he has to offer may well be lost unless he main- 
tains his identity as a physician with all of the duties and respensibilities and prerogatives 
of the physician. He may be dissipated into some kind of amorphcus nonmedical jack-of- 
all-trades and master of none. It is suggested that, as cur guiding principle in the major 
expenditure of cur energy in the community, we rely in the first instance on cur medical col- 
leagues as the primary channel of communication to the community, and that we give the 
greatest amount of our time and support to those programs in the community that reflect 
a consensus of psychiatry and medicine, with regard to their soundness. 15 references. 
Author’s abstract. 


95. Dilutional Hypervolemia During Transurethral Resection of the Prostate. G. F. MARX, 
J. W. KOENIG, AND L. R. ORKIN, Bronx, N. Y. J.A.M.A. 174:1834-1837, Dec. 3, 1960. 


Transurethral resecticn of prostatic obstruction may result in intravascular absorption of 
irrigating fluid through open venous sinuses. Reactions depend upon the osmolarity of the 
fluid used and the amount absorbed. Absorption of large quantities of isotonic nonelec- 
trolyte solutions produces two general types of reaction: the symptoms associated with the 
increase in intravascular fluid volume, and symptoms characteristic of hemodilution. Clin- 
ically, the hazards lie in left heart failure and pulmonary edema during the course of the 
resection, and in hypoelectrolytemic cardiovascular collapse toward the end of the procedure 
and in the immediate postoperative period. During surgery under regional anesthesia, 
arterial hypertension associated with increased pulse pressure, slowing of the pulse rate, and 
mental agitation (restlessness with or without accompanying dyspnea, cyanosis, headache, 
nausea, or vomiting) has been found pathognomonic. With the advent of newer and safer 
nonexplosive inhalation agents, more electroresections are performed under general anes- 
thesia. The signs of restlessness, nausea, and disorientation are not seen in an unconscious 
patient. Dyspnea and cyanosis may be delayed by better oxygenation and assisted ventila- 
tion. The only signs remaining under general anesthesia are gradually increasing blood 
pressure with widening pulse pressure and little change in pulse rate. An awareness of the 
problem of dilutional hypervolemia during transurethral resection of the prostate is manda- 
tory during both regional and general anesthesia. When unexplained hypertension occurs, 
surgery should be terminated rapidly or the remainder of the resection postponed and the 


volume xxii, number 3, September, 1961 | 187 


AND QUARTERLY REVIEW OF PSYCHIATRY AND NEUROLOGY 











patients watched carefully in the postoperative period for signs of secondary hypoelec- 
trolytemia. 8 references.—Author’s abstract. 


PSYCHIATRIC NURSING, SOCIAL WORK, 
AND MENTAL HYGIENE 


96. Psychiatric Halfway Hostel: A Cambridge Experiment. D. H. CLARK AND L. W. COOPER, 
Cambridge, England. Lancet 1:588-590, March 12, 1960. 


The hostel was established by a national philanthropic society, a local voluntary asso- 
ciation, and the local county council. It is a large Victorian house with places for 12 men 
and 11 women. Its staff consists of the Warden, his wife the matron, an assistant warden, 
and an assistant matron. Thirty-six residents were admitted during the first year, mostly 
long-stay patients from mental hospitals. They were accepted if they were capable of work 
and deemed capable of rehabilitation. The average resident was an unattached man in his 
middle thirties with a long history of mental hospital treatment, suffering from schizophrenia, 
without relatives, and unable to establish himself out of hospital. After a period of months 
in Winston House, it was found that patients developed initiative and sought lodgings for 
themselves. During the first year there were 22 discharges. Four residents had to go back 
to hospital, several moved off to other accommodation, and 10 were regarded as satisfac- 
torily rehabilitated. The maintenance of an atmosphere of homely, friendly cheerfulness, 
regarded as important, was quite difficult to achieve as many residents were schizoid, sus- 
picious, and seclusive, but during the first year this improved markedly. The residents 
paid a rate comparable with working men’s lodgings, but the house had a deficit of £1784 
in the first year. In conclusion it was considered that a psychiatric halfway house was of 
great value for an important, though limited, group of people. It was noted that an active 
mental hospital serving a catchment area of 360,000 population supplied about 16 residents 
at any one time.—Author’s abstract. 


97. Occupational Therapy for Long-Term Psychotic Patients. P. HONEY AND J. S. B. LINDSAY, 
Victoria, Australia. Am. J. Occup. Therap. 14:134-136, March-June, 19690. 


A group of 112 unclassified female psychotic patients averaging 12.1 continuous years in 
hospital and 48.4 years of age became the responsibility of an occupational therapist fer 12 
months, to effect the maximum improvement in each patient’s total life pattern. Subdi- 
vision into small groups within the larger one developed, according to age and diagnosis, 
with nurses as leaders of subgroups. Immediate goals were to use group activity, industrial 
and social, in graded form to improve personal initiative and orientation and the inter- 
personal relating within the center, ward, and hospital. Assessment of occupational capacity 
and sociability was carried out, the former on a scale relating to practical value, complexity, 
and initiative requirements of the tasks carried out by the patient, and the latter on a scale 
related to spontaneity of social contacts made by the patient. This enabled assessment of 
degree of temporary or stabilized improvement and facilitated suitable disposal away from 
or within the hospital of an independent, unsupervised nature. Attendance at the center, 
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mainly voluntary, was possible at any time of the day when patients were not required in 
the ward. This was noted and taken into account in all assessments. It was concluded 
that a properly presented program of occupational therapy will effect improvement in chronic 
psychotic patients. 2 references. 5 tables.—Author’s abstract. 


98. Trends in the Rehabilitation of Institutional Mental Defectives. R. GIBSON, Portage la 
Prairie, Manitoba, Canada. Canad. M. A. J. 83:1046, Nov. 12, 1960. 


With the progressive trend in mental deficiency institutions towards admission of younger 
and more seriously defective children, the number of low grade patients is steadily encroach- 
ing upon the bed space hitherto occupied by high grade cases. Since a greater number of 
the low grade patients are likely to be long-term residents, the pressure on institutional bed 
space is expected to become more acute. Rehabilitation must therefore be considered not 
only in connection with high grade defectives but increasingly in relation to low grade. 
For the high grade defective, rehabilitation generally takes the traditional form of placement 
in suitable employment, directly or through the medium of hostels, following a period of 
socialization and occupational training. In the case of lower grade patients, methods advo- 
cated are special hostels and sheltered workshops, transfer to institutional day centers, and 
placement in boarding homes. 12 references.—Author’s abstract. 


99. The Volunteer in Mental Rehabilitation. wiNFRED OVERHOLSER, Washington, D. C. 
Mental Hyg. 45:163-166, April, 1961. 


The role of the volunteer in the mental hospital has been steadily developing during the 
past few years. This is not so much a result of staff shortages as it is a recognition of the 
valuable and unique role the volunteer can play in the treatment and rehabilitation of the 
patient. From the point of view of the patient, the volunteer brings assurance of the interest 
of the community in his welfare. This knowledge alone is a valuable antidote to the feeling 
of isolation that the patient all too often suffers. The presence of the volunteer is, too, a 
living demonstration of the fact that persons outside the hospital are not afraid of the 
hospital or of the patient. The services that the volunteer may render are multifarious: 
they can teach dancing, music, art, typing, domestic science, and languages, take part in 
recreational activities, trips to entertainments, and the operation of beauty parlors, li- 
braries, reception desks, and records, to mention only a few. Groups of volunteers, such as 
religious organizations, the American Legion, and so on, may “‘adopt’”’ wards, bring enter- 
tainments, or hold parties. For the volunteer, the experience is an educational and reward- 
ing one. She learns from actual experience and observation that the mental hospital is a 
place of hope, not despair, that mental patients are not so very different from the people 
outside, and she is thus in a strategic position to disabuse the minds of her friends and ac- 
quaintances of the many prevalent misconceptions about mental illness and hospitals. 
There is a deeper value to the volunteer’s experiences, a spiritual one. She comes to realize 
that there is such a thing as altruism, that there are deep satisfactions, religious in the 
broadest sense, in giving of one’s self to others. It is a truth, not only psychiatric but re- 
ligious as well, that only by giving love can we receive and experience it.—Author’s abstract. 
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PSYCHOANALYSIS 


100. Psychoanalysis as a Unified Theory of Human Behavior. GARDNER MURPHY, Topeka, 
Kans. Psychiatry 23:341-346, Nov., 1960. 


The cultural epoch of the late nineteenth century witnessed a need to view both pathology 
and normal adjustment in terms of new dimensions. Thus, Freud’s training in histology, 
as seen in the new evolutionary terms, becomes a consummation of many other nineteenth 
century trends and a preparation for a new scientific system in psychoanalysis. In refer- 
ence to the basic elements of his system, Freud saw the problems the era demanded. He 
failed mainly in not making use of other contemporary concepts, similar to his own, that 
could have given a larger framework within which several systems stated in somewhat 
different forms could have been reconciled. In particular, though he made a brilliant be- 
ginning with the nature of integrated wholes, he seems to have been only slightly concerned 
with the relations of these personal wholes to society at large. These issues were not yet 
ready for focus in Freud’s time. Today, the danger to science lies in failing to use Freud’s 
permanent contribution to a theory of human behavior in conjunction with other ways of 
studying human life. There is a need for a sociocultural and psychoanalytical study of the 
reasons for the successes and also the failures of the psychoanalytic systems. Psycho- 
analysis will be strengthened rather than weakened by recognizing that other sciences have 
independently established many of the same principles. There are at least five other im- 
portant systems striving toward achieving a unified theory of human behavior: the bio- 
chemical, the Pavlovian, the gestalt, the sociocultural, and the phenomenological. Occa- 
sionally all six have had something vital to say. Could they be saying not six contradictory 
things, but one thing in six different languages?—Author’s abstract. 


PSYCHOLOGIC METHODS 


101. Profound Experimental Sensory Isolation. J.T. SHURLEY, Oklahoma City, Okla. Am. 
J. Psychiat. 117:539-545, Dec., 1960. 


This is a report on the attempt to study effects of the most profound degree of sensory 
isolation obtainable in the laboratory upon the psychophysiological processes of selected 
adult volunteers. The description, at the physical, physiological, and psychosocial levels, 
of the method and procedures reveals that a complex set of determinants operates. A 
transient, profound alteration in mental functioning is described in a vivid verbatim ac- 
count, condensed from the recording made by a male reporter on his second exposure, which 
lasted less than 300 minutes. The progressive impairment of ego functioning, with con- 
comitant exhibition of a varied sequence of psychological defense mechanisms (rapid mood 
shifts, auditory and visual hallucinations, impulsive action) were stated to be typical of 
findings in repeated runs by 12 subjects. Baseline shifts in physiological indices and some 
indications of subtle behavioral aftereffects were noted. It is concluded that the author’s 
immersion technique is a feasible, effective tool by which a spectrum of significant psycho- 
physiological phenomena may be evoked, under controlled, quantifiable conditions, for 
many purposes including generation of new hypotheses of value for behavioral scientists. 
In the discussion, it is emphasized that these experiments demonstrate a preponderantly 
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rewarding effect subjects have not noted in other kinds of so-called “sensory deprivation” 
experiments. 9 references. 3 figures.—-Author’s abstract. 


102. Stress Response in a Group of Chronic Psychiatric Patients. D. OKEN, R. R. GRINKER, 
H. A. HEATH, M. SABSHIN, AND N. SCHWARTZ, Chicago, Ill. Arch. Gen. Psychiat. 3: 
451-466, Nov., 1960. 


This paper describes the stress responses of a group of 10 male subjects with chronic and 
intractable psychiatric illness. A nosologically mixed group, all had some depression and 
are best described as chronically inadequate. The distinctive response to imposed stress 
cbserved was meaningful in terms of the nature of their illness and casts light on chronic 
states generally. A three day design was used, with an initial pre-experimental day and two 
stress days with a central 30 minute stress period. The two stress days included both a 
provocative interview designed to produce affective arousal and the intravenous adminis- 
tration of curare or saline on alternate days. Physiological measures including plasma 
corticoid levels were carried out before, during, and after stress. The curare was intended 
to block muscular activity, but this was not successful, nor did this agent effect much of 
any general response. Historical and behavorial data revealed that the subjects had a 
characteristic pervasive tendency to avoid and shut out all psychologically stressful stimuli 
with seeming stress unreactivity. With energetic maneuvers during the stress interview, a 
successful break through defenses was achieved because of the interviewer’s ability to 
disrupt their status quo while simultaneously obstructing all escape. They could not shut 
out this stress. This special transaction is described. Emotional arousal was produced, 
and concomitantly there were increases in heart rate, blood pressure, and blood corticoids. 
Data were compared with those of previous studies of acutely ill psychiatric patients. The 
responses achieved in this series of 10 subjects were distinctive by being sharply delimited 
to the stress period, whereas the acute group entered already somewhat aroused and their 
response persisted well beyond the nuclear stress. The focal nature of this response is quite 
compatible with the characterological defensive structure described. There is apparently 
no interference with capacity to respond, but rather there is efficient exclusion of stimuli. 
The hyperconstriction represents an opposite pole of the too open, overgeneralized responses 
of the acute group and is equally maladaptive. This type of psychosomatic organization 
may be one characteristic of what is termed the chronic state. 25 references. 3 figures. 
5 tables.—Author’s abstract. 


PSYCHOPATHOLOGY 
103. The Study of Defect. a. Lewis, London, England. Am. J. Psychiat. 117:289-305, 
Oct., 1960. 


In spite of the burden that defect imposes on society and individuals, and in spite of recent 
vital research into the subject, psychiatrists have shown disconcertingly little interest in it. 
Less attention than seems due has been paid to the study of language in mental defect. 
Yet many pioneer efforts were derived from educational experiments in teaching the deaf 
to speak. There was a significant transfer of theory and practice from the deaf to the men- 
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tally defective; it concentrated on speech. This concern with verbal symbols has been 
studied in the Medical Research Council Unit by O’Connor and Hermelin. Their experi- 
ments have been influenced partly by American workers, such as Spiker and Osgood, and 
partly by the Russians, especially Luria. Severely subnormal subjects showed a deficit in 
ability to connect words and motor behavior. Verbal reinforcement could to some extent 
make good the deficit. Imbeciles’ discrimination of shapes, necessary for reading, was fa- 
cilitated if they were offered alternative discrimination by size also. Other experiments 
indicated that learning semantically connected sets of words leads, in imbeciles, to an effec- 
tive set that is more stable and educationally valuable than similar use of phonetically 
connected words. These findings can be applied to meet the demands of urban community 
life. Other investigations in this unit were concerned with incentive and with the personal 
and social characteristics that differentiated severely subnormal persons in instituticns from 
those locked after at home. Multiple physical disabilities, and infirmities of temperament 
preponderated in the institutional group. In Great Britain, attention has been focused on 
the social criteria of retardation. This trend, not limited to Britain, invites criticisms when 
its implications are scrutinized, as by Barbara Wootton. In recent years the etiology of 
defect has been strikingly elucidated from several directions. Thus Pasamanick and Knob- 
loch’s challenging observations and hypotheses are a heuristically welcome counterpart to 
the genetic and biochemical studies that have proved so rewarding. 48 references.— 
Author’s abstract. 


TREATMENT 
a. General Psychiatric Therapy 


104, A General Hospital as a Focus of Community Psychiatry. L, BELLAK, Larchmont, N. Y. 
J.A.M.A. 174:2214-2217, Dec. 31, 1960. 


Psychiatry has to be a branch of public health and preventive medicine, aside from being 
a basic medical science. For that purpose, every general hospital should have not only a 
staff psychiatrist to serve as liaison to the medical, surgical, and all other services but should 
also maintain at least one psychiatrist, if not a psychiatric team, as part of its emergency 
and first-aid services. At City Hospital at Elmhurst, the Trouble Shooting Clinic serves 
in such a way 24 hours around the clock. There we not only practice first-aid psychiatry, 
but encourage the community to bring small personal concerns that are not of psychiatric 
dimension in the hope of serving a preventive function. Also, as part of the attempt to 
permeate the community with psychiatric thinking seminars are offered in psychiatry to 
general practitioners, chaplains, lawyers, and guidance teachers; these services are in the 
process of being enlarged. 8 references.—Author’s abstract. 


105. A Longitudinal Study of Schizophrenia. H. KLONOFF, G. H. HUTTON, G. H. GUNDRY, 
AND T. T. COULTER, Vancouver, B.C. Am. J. Psychiat. 117:348-353, Oct., 1960. 


Ambulatory and hospitalized schizophrenic veterans of World War II were investigated 
to determine the relationship between: (1) Present status, onset, and course of the illness, 
and (2) the effect of support by families and veteran’s administration, including pensioning. 
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Psychiatric status of each patient was summarized on a rating scale. Psychological status 
was assessed with the Wechsler Adult Intelligence Scale and the Rorschach. Personal, 
family, and treatment history was obtained from existent files, and relatives were inter- 
viewed. No significant trends emerged with respect to onset or course of illness and present 
status. Age at breakdown, service history, acute onset of symptoms, and developmental 
factors do not appear to be reliable predictors as to long-term adjustment of this group. 
Intellectual endowment and education are predicative of adjustment potential. It was 
found that unfaltering family support made for a better prognosis, and that pensioning is 
an important facter for continuing remission. Treatment responsibility should continue 
even after the florid psychotic period. Family and community should share rehabilitation 
plans from the very onset of the illess in an effort to make the patient partially or wholly 
self-supporting. 15 references.—Author’s abstract. 


b. Drug Therapies 


106. Chemotherapeutic Trials in Psychosis. w. J. TURNER, W. KRUMHOLZ, AND S. MERLIS, 
Central Islip, N. Y. Arch. Gen. Psychiat. 3:567, Nov., 1960. 


Thirty-nine chronic schizophrenic patients were studied to evaluate the effectiveness of 
septal extract |from septal region of brains of cattle]. No significant clinical or psychological 
changes were observed, and laboratory data revealed no alterations. There was no ap- 
parent toxic effect. It is concluded that septal extract as now available is of no therapeutic 
value in the treatment of chronic schizophrenics. 1 reference.—Author’s abstract. 


107. Amitriptyline (Elavil) Therapy for Depressive Reactions. FRANK J. AYD, JR., Baltimore, 
Md. Psychosomatics 1 :1-6, Nov.—Dec., 1969. 


Amitriptyline was used to treat 130 patients with depressive reactions, associated with 
manic-depressive reactions, depressed (59 patients), involutional melancholia (22), schizo- 
phrenic reactions (17) and neurotic depression (32). Amitryptyline was given initially in a 
daily dosage of 75 to 150 mg. orally and 80 to 120 mg. parenterally. Dosage was adjusted 
by 25 to 50 mg. increments or decrements daily. The effective therapeutic daily dosage was 
75 to 150 mg., the maximum being 250 mg. Dosages of more than 150 mg. a day were 
seldom beneficial and resulted in greater toxicity. Parenteral amitriptyline was adminis- 
tered two to four times daily for 3 to 16 days. All patients received amitriptyline for two to 
nine months. It was found that therapy must be continued at least three months after 
maximum improvement to prevent relapse. After two months, 31 per cent of the patients 
were improved, 48 per cent were partially improved, and 21 per cent were not improved. 
When response occurred, improvement was seen within the first month, often within three 
days. The earlier the response and the smaller the effective dosage, the better was the 
ultimate outcome. Amitryptyline paralleled imipramine in speed of action and effective 
daily dosage. Good results were achieved in most patients with manic-depressive reactions 
and in patients with involutional melancholia. Reactive depressions may or may not 
respond. Obsessional neurotics with a previously normal energy level benefited; those who 
were anergic did not. Young obsessional patients with masked paranoid and schizophrenic 
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tendencies became obviously paranoid and schizophrenic. Depressed obsessive-compulsive 
patients did not respond well or became worse. Schizophrenics required ataraxics to prevent 
activation of overt aggressive behavior. Concomitant use of dextroamphetamine or methyl- 
phenidate did not affect the results. There were 14 patients who in previous depressions 
had responded to imipramine, isocarboxazide, or phenelzine; 9 responded to amitriptyline. 
Of 26 other patients who had resisted prior therapy, 17 responded to amitriptyline. Of the 
remaining 90 patients who had never received antidepressants, 13 did not respond to ami- 
triptyline (10 did not respond to imipramine later). A trial of an amine oxidase inhibitor 
added to amitriptyline was carried out in 10 patients, but no synergism was seen. Electro- 
shock therapy could be given safely, and the number of treatments required were reduced 
by amitriptyline. Side effects included headache (60 per cent), dizziness (20 per cent), 
blurred vision (20 per cent), dry mouth (60 per cent), epigastric distress (4 per cent), con- 
stipation (60 per cent), weakness and fatigue (20 per cent), sweating (16 per cent), muscle 
tremor (6 per cent), and insomnia (4 per cent). No hematologic and liver function changes 
were noted, and no postural hypotension occurred.—Author’s abstract. 


108. The Impact of Ataractic Drugs on a Mental Hospital Outpatient Clinic. M. GROss, 
Sykesville, Md. Am. J. Psychiat. 117:444-447, Nov., 1960. 


The number of patients who attended the outpatient clinic of Springfield State Hospital 
and the number of psychiatric interviews conducted there have increased tenfcld during 
the past eight years. The reason seems to be the widespread use of ataractic drugs. Mere 
staff members in the hospital are now convinced that chances for survival in the community 
are far better for those patients who continue to take ataractic drugs, and mere patients 
are referred to the clinic on release from the hospital. A double-blind study on the dis- 
continuation of ataractic drugs in chronic psychotics was conducted in the outpatient de- 
partment. Patients were divided at random into a control group, which was continued on 
ataractic drugs in the form of unidentifiable capsules, and an experimental group, in which 
medication was slowly decreased and finally replaced by placebos. At the end of six months, 
13 per cent of the control subjects and 51 per cent of the withdrawal subjects had relapsed. 
Of the patients under treatment with ataractic drugs, 19.2 per cent became fully self-sup- 
porting or fully responsible homemakers, 25 per cent were partially able to work or to be 
homemakers with help and supervision, 20 per cent were working in specially sheltered jobs 
or functioning as homemakers on an inferior level, and 35.8 per cent were unemployable 
and dependent. These figures are particularly impressive since this patient population was 
of chronic psychotics. The author feels that these results can be taken as conclusive evidence 
of the beneficial action of ataractic drugs on psychotic disorders, and that ataractic drugs 
are the most important treatment for mental illness currently available With their use, 
many patients previously labeled as chronic and incurable can be returned to the com- 
munity, where they can lead useful lives and contribute fully or partially to their own sup- 
port, thus cutting down the drain on public funds. Drug treatment is certainly the most 
economic mode of treatment, especially when compared to such expensive and time-con- 
suming alternatives as psychotherapy. In addition, relapses can generally be handled 
through increased medication, preventing rehospitalization. 5 tables.—Author’s abstract. 
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109. The Value of Chemotherapy in Senile Mental Disturbances. D. W. ABSE AND W. G. 
DAHLSTROM, Chapel Hill, N.C. J.A.M.A. 174:2036-2042, Dec. 17, 1960. 


Eighty patients over the age of 60 and suffering from combinations of depression, restless 
agitation, paranoid ideation, or confusion were assigned in a prearranged sequence to five 
treatment conditions. Sixteen patients each were given chlorpromazine, reserpine-pipradol, 
deodorized tincture of opium, or a placebo (lactose). An additional group of patients were 
given no special medication. Observations were made at the end of one, two, four, and 
eight week intervals by psychiatrists and psychologists who were uninformed about the 
treatment given any one patient. Anxiety decreased in both the chlorpromazine and placebo 
groups over the two month period. The placebo group, however, also achieved better 
spirits and greater spontaneity. Among the group who received no special medication, 
anxiety increased. No special benefit from the ataraxics could be demonstrated in this 
study. The evidence indicates the importance of a semblance of medication and care in a 
geriatric ward. 5 references. 3 figures. 4 tables.—Author’s abstract. 


110. New Psychotherapeutic Agent, Chlordiazepoxide. J. M. TOBIN AND N. D. C. LEWIS, 
Princeton, N. J. J.A.M.A. 174:1242-1249, Nov. 5, 1960. 


Chlordiazepoxide was administered to 212 patients whose predominant symptomatology 
was anxiety, with or without the presence of other specific psychological defense mecha- 
nisms, such as phobic reactions, obsessive thinking, compulsive behavior, depression, tension, 
lethargy, fatigue, and physical concomitants. Maintenance dosage ranged from 10 to 150 
mg./day. Duration of treatment ranged from one week to 13 months. The over-all im- 
provement rate for this group of patients was 80.2 per cent. Improvement in directly 
perceived anxiety was 87.6 per cent. Side effects, of which drowsiness and ataxia were the 
most predominant, were rarely of serious nature and usually related to overdosage. Hemo- 
grams, urinalyses, and liver function tests all remained within the normal clinical range. 
Chlordiazepoxide appears to have three different pharmacological actions, namely, anti- 
anxiety, sedative, and stimulating effects. It is concluded that chlordiazepoxide is a most 
valuable agent in the treatment of anxiety and tension states. 6 references. 4 tables.— 
Author’s abstract. 


111. Comparison of a Tranquilizer and a Psychic Energizer. STANLEY J. GELLER, Redondo 
Beach, Calif. J.A.M.A. 174:481-484, Oct. 1, 1960. 


Seventy-five hyperactive, poorly integrated children were divided into groups of 25 for 
a comparative study of the effects of two drugs on their behavior. One group received a 
psychic energizer (2-dimethylaminoethanol) in doses of 50 mg. twice daily, the second re- 
ceived a sedative (trimeglamide) in doses of 250 mg. twice daily, and the third received a 
placebo. Systematic observations were made before and after the period of medication. 
Analysis of the results showed that 2-dimethylaminoethanol generally increased the child’s 
power of concentration as manifested in integrative tasks such as puzzle solving. Trimeg- 
lamide generally alleviated tantrums and diffuse hyperactivity. The placebo group did 
not manifest either of these effects. The author suggests the concomitant use of these two 
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drugs in overly aggressive, emotionally disturbed children. 19 references. 2 tables.— 
Author’s abstract. 






c. Psychotherapy 






112. Entering the Mind Through the Sensory Gateways in Associative Anamnesis. F. DEUTSCH, 
Boston, Mass. Psychosom. Med. 22:466-480, Nov.-Dec., 1960. 






In previous papers attention has been called to the importance of observing the sensory 
perceptions that accompany the patient’s verbal associations during a psychiatric interview 
or an analytic session. The term analytic synesthesiology has been proposed for the study 
of these observations. In this paper, it is demonstrated that the sensory stimuli used as 
the key to the gateway of the minds of patients opened the way for verbal associations that 
could be used in a relatively short time for a confrontation of the patient with his problem. 
Furthermore, they provided the interviewer with sufficient material for a later therapeutic 
approach in a certain sector. The author considers the use of a sensory stimulus to start 
associative anamnesis to be an important new step in interviewing technique. It will 
facilitate the clarification of the meaning of symptoms in different sectors. In a dynamic 
interview, any sensory signal must of necessity reach down to early memories, since sensory 
impressions belong to the first sources of psychic development. They are the sensations of 
the preego period before strong defenses are developed. Therefore, objectless sensory 
stimuli initiating the interview ought to pierce the unconscious at an instant when the 
defenses are not thoroughly alerted. If the stimulus is properly introduced, the patient 
will be less on his guard and his associations can flow more freely than may be the case 
without this technique. 20 references.—Author’s abstract. 






























neurology 


ANATOMY AND PHYSIOLOGY OF THE NERVOUS SYSTEM 


113. The Deep Reflexes in Old Age. M. ELLENBERG, New York, N. Y. J.A.M.A. 174:468- 
469, Oct. 15, 1960. 


In view of the uncertainty regarding the status of deep reflexes in the aged and because 
of their diagnostic specificity in diabetic neuropathy, this study was undertaken. Deep 
reflexes of 200 normal men and women, 20 to 60 years of age, and of 200 more than 65 years 
of age were tested and the findings compared. With reinforcement all but 2 patients in each 
group presented both knee and ankle joint reflexes. The results indicate not only that deep 
reflexes are present in old age but also that even the ease of elicitation is not significantly 
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decreased with age. The necessity of utilizing the reinforcement phenomenon for testing 
reflexes is emphasized. Absence of deep reflexes after reinforcement must be considered 
as abnormal regardless of age; most of these cases are associated with diabetic neuropathy. 
5 references. 2 tables.—Author’s abstract, 


114. Pharmacologic Considerations in a Re-evaluation of the Neuromuscular Synapse. w. 
F. RIKER, JR., New York, N. Y. Arch. Neurol. 3:448, Nov., 1960. 


It has been demonstrated that certain phenolic quaternary ammonium ions, whose action 
is prototypic of that of neostigmine, facilitate neuromuscular transmission primarily by an 
action on the motor nerve terminal. In turn, the unique susceptibility of the motor nerve 
terminal to the facilitating drugs suggests a functional identity for the presynaptic structure 
that is distinct from that of the axon. The concept of a local presynaptic event in neuro- 
muscular transmission is supported by those experiments that delineate the motor nerve 
terminal through dissociation of orthodromic postsynaptic responses and antidromic axonal 
responses triggered from the motor nerve terminal. The demonstration that the blocking 
action of curare occurs primarily at the motor nerve terminal accords well with the fact 
that the eminent anticurare agents are facilitating drugs that act at the motor nerve terminal. 
In the light of this new information on the site of action of curariform and anticurare drugs, 
and since these drugs have been instrumental in the analysis of the physiology of neuro- 
muscular transmission, it is essential that our present concept of this synapse be critically 
examined. The arrangement may be such that the two all-or-none elements, nerve and 
muscle, are related through the juxtaposition of presynaptic and postsynaptic units, each 
capable of graded and decremental activity. 40 references. 9 figures.—Author’s abstract. 


115. On Singleness of Purpose. D. DENNY-BROWN, Boston, Mass. Arch. Neurol. 3:613, 
Dec., 1960. 


This special article was the presidential address at the annual meeting of the American 
Neurological Association on June 13, 1960. The author takes up the problem of the rela- 
tionship between the two national neurological societies, the American Academy of Neu- 
rology and the American Neurological Association, and proposes a senatorial function for 
the senior society (American Neurological Association) with limited membership and fusion 
of national and international committees of the two societies under a joint chairman. Turn- 
ing to the scientific aspects of neurology, the author then summarized his recent work on the 
extrapyramidal system and its relation to the pyramidal system. The specialized function 
of the pyramidal system requires the integrity of the extrapyramidal system. The various 
parts of the motor system are ineffective alone. The state of flexion dystonia (pallidal 
syndrome) results from loss of modification of the righting reflexes by the body contact and 
labyrinthine mechanisms. This reduction to a status of tonic overaction of body-on-body 
righting refiexes can also be produced by ablation of the parietal lobes and section of eighth 
nerves, for the fundamental physiologic conditions are satisfied even though the pyramidal 
and extrapyramidal motor systems still remain intact. Neurology, both in the organization 
aspects of societies and in the scientific aspects of motor behavior, is one and indivisible. 
5 references. 2 figures.—Author’s abstract. 
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CONVULSIVE DISORDERS 
116. Traumatic Epilepsy After Closed Head Injuries. w.B. JENNETT AND W. LEWIN, Oxford, 
England. J. Neurol. & Neurosurg. Psychiat. 23:295-301, Nov., 1960. 


Forty-six (4.6 per cent) of 1000 consecutive patients admitted to hospital following closed 
head injury suffered the first fit of their lives within a week of injury. All patients with 
amnesia for the accident were admitted, and there were many with mild injuries. Early 
epilepsy occurred within an hour of injury in a third of patients, and within 24 hours in 
two thirds; focal fits were commoner than nonfocal (4:3). Children less than 5 sometimes 
had a fit after minor injuries, but when they were older than 5 epilepsy developed four times 
more often when post-traumatic amnesia lasted more than 24 hours. A skull fracture, no 
matter what the duration of post-traumatic amnesia, increased the likelihood of a fit by 
three times, and epilepsy was twice as frequently observed after depressed as compared with 
linear fractures. Occipital fractures, even if depressed, rarely led to epilepsy. A quarter 
of the 61 patients with intracranial hematoma had an early fit that was always focal but 
which was never the sole sign of this complication. Late epilepsy was studied in only a 
selected group of 275 patients followed for more than four years after injury; this group 
included a high proportion of severe or complicated injuries. Epilepsy developed after 
the first week in 28 and in half the patients within a year of injury. Focal seizures were less 
com:ron than nonfccal (6:10). Late epilepsy occurred four times more often when there had 
been a fit in the first week after injury. More than 24 hours of post-traumatic amnesia was 
associated with an increased risk of epilepsy only if there was also a depressed fracture, 
which itself only led to epilepsy with any frequency when there was prolonged amnesia in 
addition. Intracranial hematoma carried a high risk of late fits regardless of the post- 
traumatic amnesia. It is possible to make some prediction about the likelihood of late 
epilepsy developing if details of the injury are known and if it is known whether there was 
a fit in the first week. The significance of an early fit lies in the fact that the risk of late 
epilepsy is greatly increased no matter what the type of injury. 14 references. 6 tables.— 
Author’s abstract. 


117. A Correlation of Autonomic and EEG Components in Temporal Lobe Epilepsy. J. M. 
VAN BUREN AND C. AJMONE-MARSAN, Bethesda, Md. Arch. Neurol. 3:683, Dec., 1960. 


A series of 21 ictal episodes associated with pentylenetetrazol injection were observed in 
20 patients presenting seizures characterized by visceral phenomena, automatism, and pre- 
dominantly temporal electroencephalographic abnormalities. Autonomic recording gave 
evidence of a remarkably stereotyped response, consisting predominantly of hypertension, 
tachycardia, fall of skin resistance, esophageal peristalsis, inhiF‘tion of gastric motility, and 
inhibition of respiration. Variations in this pattern lay predominantly in the failure of a 
given change to appear or in the sequence of the changes. In nearly all instances, however, 
failure of the patient to respond was preceded by some alteration in autonomic function. 
Most of the aurae were reported when no significant electrographic activation had occurred, 
and many autonomic changes appeared without an electroencephalographic correlate. No 


198 | volume xxii, number 3, September, 1961 


JOURNAL OF CLINICAL AND EXPERIMENTAL PSYCHOPATHOLOGY 























autonomic or clinical change was seen to accompany the onset of the focal ictal activation 
either on the surface or in the depth of the temporal lobe, although such changes might 
appear later as the activity increased in extent and amplitude. The bilaterally symmetrical, 
roughly synchronous bursts of activity, usually of greater amplitude in the frontal regions, 
might or might not be accompanied by autonomic changes. No change was seen in the level 
of responsiveness with these brief bursts. Sudden generalized loss of voltage of the record 
formed a constant warning of imminent clinical seizure activity in 6 patients either as an 
automatism or as a generalized convulsion. Most of the changes in the level of response or 
of autonomic function appeared against a background of gradually increasing generalized 
epileptic activation, with or without a preponderance in the temporal region. Under these 
circumstances, various phenomena including loss of responsiveness occurred without evident 
correlation in the electroencephalographic record. 14 references. 8 figures. 3 tables.— 
Author’s abstract. 


118. Electroencephalography and Post-traumatic Epilepsy. G. LAMARCH AND C. GAUTHIER, 
Quebec City, Canada. Canad. M. A. J. 83:941, Oct. 29, 1960. 


An attempt to correlate electroencephalographic findings with the development of post- 
traumatic epilepsy has been made in a series of 454 patients with cerebral trauma. Twenty- 
two per cent of all the patients developed epilepsy. Immediately following the trauma, 
92 per cent of the future epileptics had an abnormal electroencephalogram, with epilepto- 
genic discharges in 73 per cent of the patients. On the other hand, 57.7 per cent of the 
nonepileptics had an abnormal electroencephalogram with only 14.4 per cent showing 
epileptogenic discharge. A thorough clinical and electrographic follow-up of 124 patients 
has emphasized the following points: The electroencephalogram provides a good indication 
of the gravity and course of the traumatic brain damage. A much greater proportion of 
future epileptics have an abnormal electroencephalogram immediately following the trauma 
than of nonepileptics. The same is true for epileptogenic discharges. A normal or improv- 
ing electroencephalogram is a good sign that the epileptic syndrome will not appear. Serial 
electroencephalographic recordings are necessary over a period of two years after a head 
trauma in order to determine the likelihood of post-traumatic epilepsy syndrome. The 
electroencephalogram is of especial value in determining which patients will not develop 
epilepsy as a consequence of their trauma. Post-traumatic epilepsy has a tendency to im- 
prove and sometimes disappear by itself. 13 references. 5 tables.—Author’s abstract. 


DISEASES AND INJURIES OF THE 
SPINAL CORD AND PERIPHERAL NERVES 


119. The Trampoline and Serious Neurological Injuries. w.G. ELLIS, D. GREEN, N. R. HOLZ- 
AEPFEL, AND A. L. SAHS, lowa City, lowa. J.A.M.A. 174:1673-1676, Nov. 26, 1960. 


Recently, the Trampoline, a canvas mat attached by springs to a steel frame, has become 
a popular device for acrobatic tumbling by the general public. Many inexperienced per- 
formers have suffered severe neurological injuries while attempting complicated gymnastic 
maneuvers on the Trampoline. Of 5 such patients examined, | suffered a skull fracture with 
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severe cerebral contusion and 3 sustained quadriplegia from acute cervical spine flexion, and 
1 of these died. To prevent similar disasters in Trampoline amusement centers, all par- 
ticipants must be supervised closely by qualified gymnastics instructors. Difficult maneuvers, 
such as somersaults, must be prohibited until a minimum training period has been com- 
pleted. Rest periods must be enforced, and the number of persons on each Trampoline 
at any one time must be regulated. All jumping areas must be properly lighted; all hard 
surfaces must be padded. Under such supervision, rebound tumbling then may become a 
relatively safe and enjoyable sport.—Author’s abstract. 


HEAD INJURIES 


120. The Psychophysiologic Sequelae of Head Injuries. A. H. AUERBACH, A. E. SCHEFLEN, 
R. B. REINHART, AND C. K. SCHOLZ, Philadelphia, Pa. Am. J. Psychiat. 117:499-505, 
Dec., 1960. 


In this study the post-traumatic syndrome was investigated. It was found difficult to 
define the limits of this condition, and particularly to distinguish it from post-traumatic 
hysteria. Therefore, both diagnoses were temporarily ignored and the inquiry was broad- 
ened to the general sequelae of head injuries other than definite defects caused by known 
neurologic lesions. The following symptoms are included in the general sequelae: head- 
aches, dizziness, easy fatigueability, nervousness, restlessness, impairment of memory and 
concentration, and reduced tolerance to noise and alcohol. The severity of these symptoms 
is found to be significantly correlated with the following factors: pretraumatic personality 
disturbance, persistent neurologic defects, psychologically traumatic injury, compensation 
cases, and special stress in early life. There was no relationship between severity of sequelae 
and severity of injury, sex, age, race, occupation, education, type of injury, or previous head 
injury. These sequelae are psychosomatic in the truest sense of the term. They represent 
an intricate combination of organic and emotional processes. It seems that the symptoms 
following head injuries signify the sum of two quantities: (1) The damage to the brain and 
its surrounding structures, and (2) the patient’s emotional reaction to this damage and to 
the experience of the trauma. The important problem is to assess the proportion of each 
quantity in individual cases. In the hope of contributing to its solution, psychiatric follow-up 
of head injured patients has been instituted. 21 references. 7 tables.—Author’s abstract. 


121. Cerebellar Syndrome in Myxoedema. £.H. JELLINEK AND R. E. KELLY, London, England. 
Lancet 2:225-227, July 30, 1960. 


Six patients are described who presented with moderate to incapacitating cerebellar syn- 
dromes: dysarthria, nystagmus, and unsteadiness of limbs and especially of gait. They all 
proved to be myxedematous on clinical or laboratory investigations, although this was not 
obvious at first in most. Five of the patients were treated with thyroid and all their cere- 
bellar signs remitted within a few weeks; 3 remitted completely but 2 were left with a lesser 
cerebellar disorder. Reference is made to descriptions of ataxia in the earliest publications 
in myxedema and to the work of G. Séderbergh (1910), as well as to other possible factors 
in the unsteadiness. It is concluded that hypothyroidism should be considered and ex- 
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cluded in obscure cerebellar pictures, and that this is a neurological disorder that responds 
promptly to treatment with thyroid. 14 references.—Author’s abstract. 


INTRACRANIAL TUMORS 


122. Paraplegia of Sudden Onset Due io a Cirsoid Angioma (Arteriovenous Aneurysm) of the 
Spinal Cord. ROBERT E. SLEMMER, Cincinnati, Ohio. Dis. Nerv. System 21 :200-202, 
April, 1960. : 


A case of paraplegia due to a rupture of an arteriovenous aneurysm located at the T-8 
segment of the spinal cord is presented with a review of the literature and autopsy findings. 
In addition, both ascending and descending degeneration of the long tracts of the spinal 
cord are illustrated. The patient lived for 714 months after the hemorrhage, and the diag- 
nosis was not established until after serial sections of the lesion were made and studied with 
special stains. The value of autopsy material is emphasized both in establishing the diag- 
nosis and for use in teaching. 46 references. 3 figures.—_Author’s abstract. 


NEUROPATHOLOGY 


123. Peripheral Neuropathy in the ‘Collagen Diseases’: A Case of Scleroderma Neuropathy. 
R. F. KIBLER AND F. CLIFFORD ROSE, London, England. Brit. M. J. 5188:1781—1784, 
June 11, 1960. 


Peripheral neuropathy is a well-recognized complication of collagen diseases, although 
its incidence varies according to the type. It occurs in about 50 per cent of cases of poly- 
arteritis nodosa and 3 per cent of cases of systemic lupus erythematosus, and series of cases 
have been reported occurring as a complication of rheumatoid arthritis. It is extremely 
rare in association with polymyositis or scleroderma. A 55 year old woman with a 10 year 
history of arthritis and skin lesions, who developed peripheral neuropathy, dysphagia, and 
Raynaud’s phenomenon, is described. The differential diagnosis in this patient between 
scleroderma and polymyositis is discussed and the difficulties of separating the individual 
collagen diseases are indicated. Although the vascular etiology of peripheral neuropathy 
in collagen diseases is established only in polyarteritis nodosa, the incidence of neuropathy 
in the different types parallels the degree of vascular involvement found in other tissues. 
29 references.—Author’s abstract. 


124. Trigeminal Neuralgia and Herpes Simplex. MARCEL RHEAULT, ANDRE PARENTEAU, 
PAUL-H. CREVIER, AND GIORGIO CARBONIN, Montreal, Canada. Canad. M.A.J. 82: 
1154-1157, June 4, 1960. 


The view that there is a relationship between trigeminal neuralgia and herpes simplex 
has recently received considerable attention. Of particular interest has been the observation 
made by Carton and Kilbourne that herpes simplex often follows section of the sensory root 
of the trigeminal nerve performed for relief of tic douloureux. The present work was aimed 
at confirming this observation, which has a bearing on the viral theory of trigeminal neu- 
ralgia. Herpes simplex, strictly limited to the distribution area of the sectioned root, ap- 
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peared within 72 hours postoperatively in 13 out of 17 patients with trigeminal neuralgia 
treated by section of the sensory root; it was not noted in 21 patients treated by other 
medical or surgical procedures. The appearance of herpes simplex in these patients is un- 
doubtedly due to the sectioning of the sensory root of the fifth nerve. Since it is known that 
section of the sensory root does not give rise to herpes when performed for disorders other 
than trigeminal neuralgia, the present findings are compatible with the concept that these 
two disease entities have a common viral etiology. According to this concept, the operation 
would act as a trauma triggering the virulence of the herpetic virus, which, presumably, 
would already be located in the Gasserian ganglion and/or the affected root. 11 references. 
3 figures.—Author’s abstract. 


125. Sciatic Nerve Injury in Infants: Recognition and Prevention of Impairment Resulting 
from Intragluteal Injections. MOLLIE A. COMBES, W. KEMP CLARK, CHARLES F. GREGORY, 
AND JOHN A. JAMES, Dallas, Texas. J.A.M.A. 173:1336-1339, July 23, 1960. 


Sciatic nerve injuries from intragluteal injections can go unrecognized as congenital club- 
foot deformities or as the paralytic sequelae of undiagnosed poliomyelitis. Because crip- 
pling nerve injuries result from intramuscular injections into the buttock, the authors 
recommend strongly that the site for intramuscular injections, especially in infants and 
young children, should be the midanterior thigh, with the quadriceps muscle as the recipient 
area. Clinical findings are presented in 12 infants whose sciatic nerve was damaged by 
injection into the buttock. The most frequent presenting complaint was foot drop resulting 
from paralysis of the lower leg muscles below the knee. However, 2 infants presented with 
a calcaneovalgus, or foot up, attitude. The entire lower leg and foot were found to be 
flail below the knee and the hamstring muscles weakened in severely affected infants. Com- 
binations of tibial division and peroneal division paralysis were found in all. In addition, 
partial or complete insensitivity to pinprick over the peroneal and tibial division cutaneous 
sensory distribution was present. Very useful was the lack of sweating, or anhydrosis, 
demonstrated in the skin by sweat pattern testing using the iodine-starch test or cobalt 
chloride sweat pattern visualization. Early diagnosis is essential for orthopedic correction 
of the increasingly severe contractures and abnormal attitudes of the foot that result from 
sciatic nerve injury. Orthopedic measures should be executed as early as possible, including 
the use of splints and exercises. 

Surgical exploration was carried out in 4 infants. Marked scarring was noted in and 
about the sciatic nerve in the buttock. It is too early to know whether those treated by 
surgical neurolysis will recover more rapidly or completely. The prognosis has not been 
good in the majority of the 12 infants. In fact, in only 1 has return of muscle function been 
satisfactory. Sensory recovery usually occurred within one year. Sweating returned earlier, 
usually within two months. The young infant is probably more susceptible because of the 
smaller muscle mass presented in the buttock, and the frequency with which an infant may 
move during the course of injection. However, this injury can occur in any age group and 
in the most experienced hands. The cause of the resulting paralysis and deformity is more 
likely to go unrecognized in the very small infant. A single injection may be responsible. 
5 references. 6 figures. 2 tables.—Author’s abstract. 
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126. Femoral Neuropathy. J. R. CALVERLEY AND D, W. MULDER, Rochester, Minn. Neu- 
rology 10:963, Nov., 1960. 


Neuropathy of the femoral nerve may cause severe pain, weakness, and loss of sensation. 
Such neuropathy previously has been reported in association with diabetes mellitus, hemo- 
philia, abdominal malignant disease, and hip joint disease and as a complication of operations 
on the abdomen and pelvis. Of 19 patients with femoral neuropathy in this series, 14 had 
diabetes mellitus. It is postulated that, in at least some of these diabetics, neuropathy 
developed as a result of acute alteration in the blood supply to the femoral nerve. In 1 
patient, the femoral neuropathy was related to polyarteritis nodosa. In 1, the lifting of 
heavy weights with abduction of the thighs causing traction on the nerve precipitated the 
neuropathy. Metastatic disease directly involving the nerve accounted for neuropathy in 
another patient. In 2 patients, the cause was not discovered. 23 references.—Author’s 
abstract. 


127. Neurological Sequelae of Salk Vaccination. G. FARKAS, F. KEKESI, AND G. PALFFY, 
Pécs, Hungary. Psychiat. Neurol. Basel 140:520-528, 1960. 


The clinical and electroencephalographic records in 5 cases of neurologic complications fol- 
lowing the administration of Salk vaccine are reported on. Among 3 of the epileptic cases, 
a focal picture was found in 1 and a lesion pointing to centrencephalic epilepsy in 2. The 
fourth case was one of facial palsy, and the fifth of peripheral palsy with difficulty in mic- 
turition; in these 2 cases the possibility of poliomyelitis caused by the Salk vaccination itself 
cannot be excluded. Because of their rarity, the complications described here do not con- 
stitute a contraindication to the use of poliomyelitis vaccine. 14 references.—Author’s 
abstract. 


MISCELLANEOUS 


128. Occlusive Vascular Disease in the Extracranial Cerebral Circulation. M. J. MARTIN, 
J. P. WHISNANT, AND G. P. SAYRE, Rochester, Minn. Arch. Neurol. 3:530, Nov., 1960. 


The extracranial carotid and vertebral arteries, the innominate and subclavian arteries, 
and their ostia were removed at autopsy in 100 consecutive subjects more than 50 years of 
age. The maximal atherosclerosis in each artery was graded according to the degree of 
lumenal stenosis. Evidence of gross atherosclerosis was present in all cases and was usually 
maximal in the carotid sinus and proximal internal carotid artery. The vertebral arteries 
were less involved than the carotids. Eleven cases had an occlusion of at least one artery. 
Nine had atherosclerotic occlusions and 2 thrombotic. Another 29 cases had the lumen or 
ostium of at least one artery stenosed to more than half its original area. Therefore, 40 per 
cent of the cases in this study had an occlusion or severe atherosclerotic stenosis of a cervical 
artery. Direct correlations were found between severity of cervical artery atherosclerosis 
and hypertension, coronary artery disease, intracranial atherosclerosis, and strokes. The 
atherosclerosis in the cerebral arteries was usually less severe than in the cervical arteries. 
The high frequency of atherosclerotic stenosis and occlusion in the extracranial carotid 


volume xxii, number 3, September, 1961 | 203 


AND QUARTERLY REVIEW OF PSYCHIATRY AND NEUROLOGY 








and vertebral arteries necessitates increased awareness of the role these arteries play in 
producing strokes. 10 references. 2 figures. 3 tables.—Author’s abstract. 


129. Foreign Body Emboli Following Cerebral Angiography. J. SILBERMAN, H. CRAVIOTO, 
AND I. FEIGIN, New York, N. Y. Arch. Neurol. 3:711, Dec., 1960. 


Foreign bodies identified microscopically as cotton fibrils were found within the lumen of 
cerebral arteries of 5 patients who had been subjected to cerebral angiography. Their 
location and the character and age of the histologic reaction to them lead to the interpre- 
tation that they were introduced accidentally during angiography. In 3 cases, these foreign 
bodies produced no demonstrable damage to the normal parenchyma, but in the other 
2 there is evidence that these cotton fibrils and the reaction to them induced complete 
occlusion of the affected vessels, leading to infarcts in corresponding areas of the brain. 
This complication can readily be prevented with simple technical care and the avoidance 
of gauze pads containing very short cotton fibrils. These precautions will render cerebral 
angiography a safer procedure. 6 references. 9 figures.—Author’s abstract. 


BOOK REVIEWS 


The Anatomy of Judgment. M. L. J. ABERCROMBIE. New York. Basic Books, 1960. 156 
pp. $4.50. 


The author reports her efforts to use discussion groups to raise the thinking and reasoning 
levels of students. The first part of the book discusses the relation between the inner and 
outer worlds, stressing the projective nature and the language of perception and the group 
as a testing ground. The second section examines what happens when students talk in such 
a way that they can discover and test the schemata they are using in dealing with scientific 
matters. The aim was to make it possible for the student to relinquish the security of 
thinking in well-defined given channels and to find a new kind of stability based on the 
recognition and acceptance of ambiguity, uncertainty, and open choice. Evaluation of 
students’ work led to the conclusion that the discussions did effect some changes in their 
behavior in the desired direction. The project is not reported in sufficient detail for others to 
duplicate it.— Margaret Mercer, Ph.D. 


Operational Values in Psychotherapy: A Conceptual Framework of Interpersonality. DONALD 
G. GLAD. New York. Oxford University Press, 1959. 326 pp. $8.50. 


This book is concerned with the state of psychotherapy as a science. The author makes 
general proposals on bringing about not only a resolution of the stated problem but also 
unity and perspective in all clinical and research efforts in psychotherapy. He believes that 
a science of psychotherapies is desirable and could emerge when the meaning (values) of 
the behavior (operations) of the therapist and the client and of their interaction are made 
explicit and repeatable. His thesis is that theories of psychotherapy function as value 
systems in therapists and are manifested in patterns of operations that express these theories. 
The theories also define the client’s personality value systems. Thus the problem of a pa- 
tient’s progress under different therapists can be recognized in terms of the value system 
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of the therapist and the client. Personality change in a client will tend to be toward the 
value system of the therapist, and, conversely, a client will be helped most effectively toward 
a value form that most nearly fits his personality. In short, the value integration hypothesis 
states that psychotherapeutic effectiveness is a function of the degree of correspondence 
between the value systems of therapist and client. 

The theories of psychoanalysis, interpersonal psychiatry, the therapy of dynamic rela- 
tionship, and client-centered phenomenology are analyzed in terms of the major operational 
values inherent in each of them. A synthesis of the theoretical and operational viewpoints 
of the four therapies is outlined, and a classification of interviewer activities into expressive 
and representative descriptive dimensions is proposed. The latter dimension embodies the 
referential operations through which an interviewer represents a client. The referential 
operations are also the basis for describing any interpersonal event by means of what the 
author calls an interpersonality synopsis model, with interpersonality embracing all the 
meaning of the interactions between people resulting from the synthesis of the four theories. 

This book is most relevant and meaningful to clinical research psychologists and psy- 
chiatrists. The book is as much a primer on research principles as a primer on psycho- 
therapy.—Arnold O. D. Peterson, Ph.D. 


The Roots of Crime. EDWARD GLOVER. New York. International Universities Press, 1960. 
422 pp. $7.50. 


The author is widely and favorably known as a practicing psychoanalyst who has long 
been interested in the applications of psychiatric knowledge to the problems of crime and 
delinquency, and as one of the founders of the Institute for the Study and Treatment of 
Delinquency. This volume is the second collection of Dr. Glover’s papers to appear and 
consists of addresses and articles that have appeared in various journals. The collection is 
excellent and we are fortunate to have it in this form. Among the general topics treated 
are diagnosis and treatment of pathological delinquency, the criminal psychopath, sexual 
disorders and offenses, and sociolegal matters (M’Naghten rule and psychiatric aspects of 
capital punishment, among others). A number of briefer papers are included. The book 
presents in convenient form some contributions from the pen of one of our significant writers 
on the forensic aspects of psychiatry.— Winfred Overholser, M.D. 


Alcoholism. An Interdisciplinary Approach. DAVID J. PITTMAN, editor. Springfield, III. 
Charles C Thomas, 1959. 96 pp. $3.75. 


This book reports the results of the first annual conference on alcoholism, sponsored by 
the Social Science Institute of Washington University. It provides a current summary of 
the status of research in alcoholism from the perspectives of psychiatry, psychology, soci- 
ology, and physiology. The book’s foreword states that alcohol intake in its combinations 
with fluids and tissues of the body is a chemical phenomenon, that with respect to outcome 
of the combinations it is a biological phenomenon, that by interaction with the urges of the 
individual personality it is a psychological phenomenon, and that with respect to its ap- 
pearance and its course in a community it is a social phenomenon. Therefore, alcoholism 
calls for a research approach that is steadfast in its problem orientation but flexible in its 
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consideration of scientific disciplines. It is gratifying to find some consideration of the 
problem of dependency, which is so often merely glibly mentioned in connection with al- 
coholism. Questions as to whether it is global or can be identified with specific factors are 
discussed, as well as whether it can be measured, whether it is helplessness, a need for ac- 
ceptance or recognition, an inability to cope with certain situations, or isolation. The book 
may well meet the needs of academic personnel interested in research on alcohol and be- 
havior and of psychologists and lay people interested in the problems of alcohol and al- 
coholism.—Manson B. Pettit, M.D. 


Observations on Direct Analysis: The Therapeutic Technique of Dr. John N. Rosen. MORRIS 
W. BRODY, with forewords by JOHN N. ROSEN AND O. SPURGEON ENGLISH. New York. 
Vantage Press, 1959. 104 pp. $2.95. 


To quote from the introduction, “‘The sole purpose of this book is to describe the technique 
utilized in ‘direct analysis.’’’ Dr. Brody does just that in a brief, highly readable text, 
adequately documented with excerpts from sessions, and only rarely breaks his promise to 
consciously avoid analyzing any other data. This report is the first of a projected series; 
subsequent reports are planned to evaluate the technique and its results. Dr. Brody’s 
description makes explicit the fact that the technique is a direct assault on the psychosis 
in the language of the primary process. Superficially, one might say sessions consist of 
dunning the psychosis out of and Rosen into the patient. As presented, this is a controversy- 
provoking technique that does violence to theories, sensibilities, and patients alike but none 
the less commands a hearing from anyone interested in treating psychotics. The book is 
recommended for general professional reading but is not something to urge on the novice 
or layman.—Dorothy Starr, M.D. 


Language and Psychology. SAMUEL REISS. New York. Philosophical Library, 1959. 299 
pp. $3.75. 


This is the author’s third work in the area of language and meaning, and is concerned 
with the most fundamental problem of language, the language-creating process and its rela- 
tion to the communication of meaning. The approach taken to the problem is essentially 
phenomenological, in that actual sound and meaning interrelationships are studied in ex- 
haustive lists of associated words. These lists are presented to illustrate various aspects of 
the language-creating process, which is clearly shown to be a problem belonging essentially 
to the domain of psychology. Words with their associated meanings are seen to come into 
being through an imaginative process of idea association that is metaphorical in nature: the 
plain or literal meaning of a word is the action or striking sound itself that is given by the 
word-sound, whereas the further intended nonliteral meanings that may attach to the same 
word-sound or some deviant of it, are a consequence of a psychological process through which 
such meanings are imaginatively linked to the sound. Sounds are seen to imitate their 
meanings, but this imitative quality is psychological rather than physical; the object feeling 
or action feeling is intimately linked, in a psychological process, with the sound feeling of 
the word. Only by shifting emphasis to the meanings of the word-sounds can the truly 
psychological character of the language phenomenon be recognized and the problem of 
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language origin viewed in its true perspective. It is precisely this shift in emphasis that 
characterizes the method employed by the author. This point of view is the reverse of the 
positivistic attitude, which places emphasis on the concrete symbol as against the abstract 
meaning, and meaning in turn is made to lean entirely on the formal properties of the sen- 
tences themselves. Imageless thought is dealt with and effectively included in this scheme 
of language. Abstract meaning is ultimately viewed as independent of words, or brain 
function, indeed as independent of matter itself; a mind-matter dualism is accepted as the 
underlying philosophy inherent in this scheme of language. 

The book is well thought out, logically arranged, and clearly presented, and although the 
author’s approach is controversial it is not necessarily erroneous. Whether or not the 
method exposed can be effectively employed in linguistics can only be determined by experts 
in such matters. However, it should be of interest to anyone working in the general field of 
language creation.—C. R. Wilson, M.A. 


The Law of Medical Practice. BURKE SHARTEL AND MARCUS L. PLANT. Springfield, IIl. 
Charles C Thomas, 1959. 445 pp. $12.50. 


Within the scope that the authors intended, this is an encyclopedic book. The authors 
are professors of law at the University of Michigan and have been lecturing to medical 
students for the past 13 years. In this book, however, they go farther than their lecture 
content, presenting material of value not only to the medical student but to the practitioner 
and the lawyer as well. The eight chapters are entitled ‘“The Physician’s Professional 
Services,’’ “Compensation for Medical Care,’’ ‘“The Physician’s Liability for Malpractice,” 
“Other Tort Liabilities Incident to Medical Practice,’’ ‘‘Licensure of Physicians and other 
Practitioners of the Healing Arts,’’ ““The Physician’s Business Transactions and Relation- 
ships,”’ “The Physician’s Public Duties and Liabilities,’’ and “Operation of the Legal System 
—General View.”’ Specific situaticns and decisions are discussed, and hardly any poas- 
sibility is left untouched. The authors have not confined themselves to searching the 
decisions and texts; they have made free use of the legal notes and cases to be found in the 
Journal of the American Medical Association and of the discussions to be found in various 
law journals. The comprehensiveness of their references is probably unique. The usual 
footnotes appear, and each chapter is followed by bibliographical notes. Possibly an index 
of names referred to in articles and books might have been useful, but this is a small point 
indeed in view of the thoroughness with which the authors have accomplished their mission. 
The book is a most valuable addition to any physician or lawyer’s library. Winfred Over- 
holser, M.D. 


Discussions on Child Development. J. M. TANNER AND BARBEL INHELDER, editors. New 
York. International Universities Press, 1960. 175 pp. $5.00. 


This is a record of the proceedings of the fourth and last meeting of the World Health 
Organization Study Group on the Psychobiological Development of the Child (Geneva, 
1956). The aim of the meeting was twofold: (1) To discuss problems involved in identi- 
fying factors affecting development and the stages of development and the mechanism 
involved in the transition from one stage to another, and (2) to effect a “‘synthesis’’ of the 
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views of this distinguished multidisciplinary group. The book is divided into two parts, 
precirculated papers and discussion. The precirculated papers consist of an essay in which 
Jean Proget discusses the problems noted and directs questions to various members of the 
group, the replies of the members in the form of individual papers, and Dr. Proget’s brief 
reply to some of the comments of the members. In the general discussion by all members, 
electrophysiology, biology, psychology, psychoanalysis, ethology, anthropology, and re- 
search promotion are represented. The part played by equilibration processes as a fourth 
factor of development, the use of the electroencephalogram as a possible aid in studying 
the mechanism of development, the use of models as in general systems theory, these and 
many other topics provide stimulating, even provocative, reading. The ideas expressed 
by this group are quite diverse. The synthesis of views hoped for by Dr. Proget is, the 
reviewer believes, achieved through the pointed, stimulating discussion. 

Many of the ideas expressed by this group will undoubtedly contribute toward current 
and future research in the field of child development.—G. June Thomas, M.D. 
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